O 


PUBLISHED BY THE AMERICAN COLLEGE OF ALLERGISTS 


/olume 1, Number 3 


ANNUAL SUBSCRIPTION $6.00 


1943 


Published Bimonthly 
SINGLE COPIES $1.50 


OY 
Poo 


ALLERGIC BRONCHITIS 


Inhalant allergens may be responsible for allergic bronchitis and for many 
other disturbances of the respiratory tract. The possibility of irritation from 
cosmetic atopens is not to be overlooked in the diagnosis and treatment of 
your patients. Many doctors consider it a wise precaution to safeguard their 
regimen by prescribing Marcelle hypo-allergenic Cosmetics for all their allergic 
cases. Known irritants have been omitted or reduced to a minimum, in the 
production of Marcelle hypo-allergenic Cosmetics. 


Marcelle hypo-allergenic Cosmetics have been accepted for advertising in pub- 
lications of the American Medical Association for 11 years. Prescribe Marcelle 
hypo-allergenic Cosmetics for cases of allergic bronchitis and for all your 
allergic patients. 


= Write for professional samples and a formulary 
booklet specifying ingredients of Marcelle Cos- 
metics. This offer not good in Canada. 
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ALLERGIC BRONCHITIS 


J. WARRICK THOMAS, M.D., F.A.C.A., and ROSS 
Cleveland, Ohio 


ANY patients have chronic disturbing coughs which do not respond 
to the common methods of treatment; and the allergic factors producing 
such symptoms are not generally appreciated. 


De finition.—Allergic bronchitis is an allergic reaction to one or more 
specific sensitizing substances in a susceptible individual and is character- 
ized by a chronic, recurring, or paroxysmal cough. In most instances it 
is not associated with dyspnea, and it usually occurs in the absence of any 
upper respiratory tract infection or intrathoracic pathologic condition 
which otherwise might account for the bronchitis. 


History.—Long before allergy was recognized, an etiologic relationship 
between asthma and chronic bronchitis was suspected. Harris,‘!° in 
noting this relationship, stated that Sydenham before his death in 1689 
related chronic bronchitis to asthma. Laennec?® in his discussion of bron- 
chitis, which he termed “catarrh,” associated the etiology of bronchitis 
with that of asthma. By 1900 it was generally accepted that some form 
of chronic bronchitis often preceded or followed the development of asth- 
ma.”1%21 The term asthmatic bronchitis was used first to describe acute 
infectious bronchitis with a superimposed asthma.'® Following the grad- 
ual development of the concept of allergic reactions from the studies of 
serum anaphylaxis in lower animals, the theory of the mechanism of hy- 
persensitivity began to be developed. 

Shortly thereafter, Cooke’? described a peculiar cough often associated 
with allergic coryza, frequently violent and paroxysmal, and sometimes 
accompanied by vomiting, which he believed to be due to hypersensitivity 
of the pharynx. By 1926 other authors'*:'%** had recognized that a 
chronic cough may be a symptom of sensitization of the pharynx, trachea, 
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and bronchi. Duke” stated that many cases of allergic bronchitis are of- 
ten misdiagnosed as tuberculosis, chronic bronchitis, and bronchiectasis. 
Waldbott,** in 1927, was the first to discuss allergic bronchitis in any 
detail and reported ten cases, only three of which had positive skin tests. 
He stated that in many patients with inherited hypersensitivity allergic 
bronchitis was the only indication of allergy. Colmes,® in 1929, reported 
a case of cough not associated with other symptoms caused by orris sensi- 
tivity. Others still regarded allergic bronchitis only as a transition to 

Many authors have since advocated that underlying allergy should be 
suspected in all patients with persistent colds, bronchitis, and chronic ca- 
tarrh.®7:?%26.3° Tn 1938 Van Ordstrand and Ernstene reviewed sixty cases 
of allergic bronchitis, the only series of cases in the literature. Van Ord- 
strand and Ernstene,*° Nelson,?? Watson and and Kern’ 
noted the relationship of allergy and allergic bronchitis in the etiology of 
bronchiectasis. Watson and Kibler,%”** in particular, stressed the fact 
that allergic bronchitis is a principal etiologic factor and they are the 
only ones to present a series of cases in support of their thesis. 

Kahn,** in 1940, discussed a chronic dry cough of allergic origin and 
called it “allergic tracheitis.”” He was probably discussing tthe same con- 
dition previously called allergic bronchitis; at least no differentiation was 
made. Inasmuch as the exact site of local sensitivity cannot be determined 
except in cases of allergic bronchitis with definite chest findings, it might be 
advisable to combine the two terms as in allergic tracheobronchitis. Since 
this would probably merely result in a third terminology and greater con- 
fusion, it is better to use the original term of allergic bronchitis. 


Incidence.—The incidence of major allergy in the general population 
has been variously estimated at 7 per cent in 1916 by Cooke and Vander 
Veer ;"* upward of 10 per cent by Vaughan*! in 1934; 13 per cent by 
Pipes*®* in 1937; and 22.6 per cent by Service?’ in 1939. As the years 
pass, the incidence increases, which unquestionably may be correlated 
with greater knowledge of the manifestations of allergy. 

Over a period slightly exceeding two years after January 1, 1939, of 
2,033 consecutive admissions with various major diagnoses of allergy to 
the Department of Allergy at Cleveland Clinic, 244 patients, or 12 
per cent of the total, had a major diagnosis of allergic bronchitis. From 
the preceding figures the possible incidence in the general population 
would be between 1 and 3 per cent. While this figure may seem somewhat 
high, it may be raised as more clinicians recognize this entity. How many 
chronic coughs are still labeled “just a cigarette cough”? And how many 


patients have gone to physicians complaining of a chronic cough and have 
had no investigation other than an x-ray of the chest? 


Age and Sex.—In this series of 100 cases, the sex incidence was equally 
divided between fifty men and fifty women. There was a slight tendency 
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for the majority of those cases occurring earlier in life to be in men. Of 
the thirty-two patients under thirty years of age twenty were men and 
only twelve women, while after the age of thirty the figures were re- 
versed with thirty-eight women and thirty men. Nevertheless, a conclu- 
sion that allergy is more apt to occur earlier in the male does not appear 
rational. However, a preponderance of men in the early decades has 
been previously noted by Adams! and others. 


Hereditary Factors.—Sixty-two of ninety-six cases had a positive fam- 
ily history of major allergy on one or both sides of the family. In four 
cases no record of the family history was obtained. That heredity plays 
an important part in the predisposition to the development of allergy has 
been pointed out by so many authorities*"** that it does not need further 
emphasis. 


Allergic Rhinitis—In this series, ninety-nine of the 100 cases had a 
concomitant or former diagnosis of perennial allergic rhinitis. In the 
series reported by Van Ordstrand and Ernstene,*° only 42 per cent of the 
sixty cases had an associated allergic rhinitis. Sixty-six of this series of 
100 cases were seen in consultation with nose and throat specialists; and 
the one case which did not have an associated diagnosis of allergic rhinitis 
was not seen by an otorhinolaryngologist. This high incidence suggests 
that the outpouring of secretion and blockage as a defense mechanism to 
keep the inhalant allergen from the nasopharynx might allow those same 
allergens to be brought into more direct contact with the lower respiratory 
tract through mouth breathing and postnasal discharge. Approximately 70 
per cent of these patients complained of some degree of postnasal dis- 
charge associated with the nasal symptoms. Whatever the cause, certainly 
the cough is too severe to be attributed directly to the throat clearing 
which most patients with perennial allergic rhinitis undergo because of 
the postnasal drip alone. 


Infection and Trauma.—Forty-six per cent of the patients stated that 
the onset of their chronic bronchitis followed some upper respiratory in- 
fection, namely—severe colds, pertussis, influenza, pneumonia, et cetera. 
This may be explained on the basis that in an allergic person where the 
respiratory mucosa is the site of an infection, it is less resistant, and the 
sensitizing proteins find it easier to gain entrance. Swift and Schultz* 
showed that bacteria act synergistically with other foreign protein to in- 
crease hypersensitivity. A similar action may explain the high incidence of 
the onset of allergic bronchitis following some respiratory infection. In 
some cases the onset of the chronic bronchitis followed a primary attack of 
true asthmatic bronchitis. Mechanical trauma may also be a factor. 
Kern”? stated that at least 5 per cent of hay fever cases begin after a nasal 
operation performed in the pollen season. Sixty-one per cent of this series 
had had previous tonsillectomies, and 21 per cent had had previous nasal 
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or sinus operations either preceding the onset of, or as therapy for, the 
chronic rhinitis and bronchitis. 


Occupation.—Occupational factors are of importance as is illustrated 
by one patient, a dentist, who had been persistently troubled with a chronic 
cough. Whenever he would buff new dentures, he would have paroxysms 


of coughing. Occupational factors should always be investigated. ‘%- 
Climate.—Climatic factors are undoubtedly the same as in any respira- - 
tory allergy. i 
TABLE I 
of 
No. of Cases No. of Cases 7 
Positive Positive 
Antigen in 100 Antigen in 100 
House dust 78 Silk 29 : 
Feathers 30 Cat and dog hair 32 7 
Orris root 92 Horse hair 20 
Kapok 29 Bacteria 54 
Pyrethrum 11 Fungi and yeasts 99 i. 
Cotton 19 Fish foods 40 
Tobacco smoke Regular foods 72 - 
and ashes 25 
Tree pollens 
Mixed mattress 56 - 
Grass pollens 9 
Tobacco 32 
Weed pollens 14 
Precipitating Factors—The ingestion of certain foods and the inhala- 


tion of certain dusts, animal danders, and plant pollens may cause a 
chronic cough in a hypersensitive individual. Likewise, some factor of 
bacterial allergy* must also be considered. No adequate explanation for 
the limitation of symptoms primarily to bronchitis exists except that of a 
local sensitivity and reaction of the mucosa of the pharynx, trachea, or 
bronchi. Should any deeper or more generalized involvement occur, un- ! 
doubtedly asthma would develop. The work of Woods, Burky, and © 
Friedenwalde*® suggests that local sensitivity develops faster and more 
intensely than other sensitivity. Vaughan’s theory of the specificity of 
allergy** may account for this selectivity. Vaughan*? had previously re- _ 
affirmed that certain organs or tissues may be locally sensitized. Local 
sensitivity or local shock tissue reaction is the most plausible explanation 
and should be accepted until disproven or replaced. 
The allergens are numerous. A later concept*® affirms that nonprotein 
allergens may elicit an allergic response. As in other allergic manifesta- 
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tions, multiple sensitivities are common. Also, the symptoms may de 
pend on the summation of a slight degree of sensitivity to a number of 
different allergens acting together. 

The various allergens in this series are listed in Table I. Every patient 
received complete scratch and intradermal tests except for the pollens, 
which were tested only when the history suggested a seasonal factor. 

Of course, there is considerable overlapping due to multiple sensitivity. 
The important major allergens must be determined from the history and 
environmental studies, and usually are disclosed only as a rigid initial 


TABLE II. OTHER SYMPTOMS AND COMPLAINTS 
100 
Symptom Cases Remarks 
Wheezing ie 56 
Dyspnea a 29 | 24 of the 29 also had asthma 
Frequent colds 58 | 5to7 a year 
Associated fever 24 | with infection 
Fatigue 51 
Loss of weight 30 
Sweating 28 
Hoarseness 27 usually with acute pharyngitis 
Occasional chest pains 31 
Symptoms worse with exertion 45 
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high incidence of epidermophytosis. 


therapeutic program is liberalized and symptoms develop. While most of 
the causative allergens were inhalant, a few were foods. One patient, for 
} example, had symptoms only after eating citrus fruits. Most patients with 

pollen sensitivity showed definite seasonal exacerbations, although only 
three of the cases were pure seasonal bronchitis. While thirty-two patients 
) showed cutaneous or intradermal reactions to tobacco and thirty-two of 
L them used tobacco, no correlation was found between those who smoked 
{ and the positive reactions. The high incidence of fungi and mold sensi- 
- tivity in this series is probably indicative of strong antigens and also of a 


Symptoms.—The primary symptom is cough. It can begin at any age 

: in fact, only 32 per cent of these patients were under thirty. Usually this 
. cough was perennial (97 per cent) and in only a few cases was it seasonal 
- (3 per cent), although 17 per cent showed seasonal exacerbations asso- 
ciated with hay fever. In the majority the cough was temporarily exag- 
gerated upon arising or retiring. Similarly, expectoration was more apt 
to occur at those times. Thirty-seven per cent of the patients had parox- 
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ysms of coughing at some time or other, and eight of the thirty- 
seven had paroxysms of sufficient severity to cause vomiting. While the 
cough is usually a persistent, dry, hacking, annoying cough, 75 per cent 
of this series had varying amounts of expectoration of mucoid or rarely 
mucopurulent sputum. Measurable amounts of sputum were obtained in 
only twenty-five per cent of the cases, of which fourteen might have been 
clinically considered bronchiectasis, although adequate diagnostic lipiodol 
bronchograms were obtained in only four cases. Anorexia frequently ac- 
companied the more severe cases of bronchitis. Seventeen per cent of 
the cases had a positive history of blood-streaked sputum, usually with 
the paroxysms of coughing. 


Classi fication.—Allergic bronchitis need only be classified into the per- 
ennial and seasonal groups. Asthmatic bronchitis has not been considered 
in this paper because it is more generally accepted as the term applied to 
the acute, infectious, febrile bronchitis, associated with wheezing. Wald- 
bott’s** division of “postasthmatic bronchitis” is really the chronic cough 
associated with the emphysema of long standing asthma and may or may 
not be associated with a true allergic bronchitis. Van Ordstrand and 
Ernstene’s*® division into three groups is clinically accurate, but the fact 
that their recurring type may come at any time of the year readily admits 
it to the major group of perennial allergic bronchitis, so further subdivi- 
sion seems unnecessary. 


Diagnosis.—Any chronic cough without demonstrable upper respiratory 
infection or intrathoracic pathologic condition may be allergic in origin, 
and, more important from the patient’s viewpoint, the majority respond to 
allergy management. 

The physical examination rarely reveals more than pallid, grayish pink, 
swollen, edematous turbinates characteristic of the allergic nasopharynx. 
Twenty-one per cent in this series showed fine or medium moist rales 
usually at the bases of the lung fields. Fourteen of these twenty-one cases 
had moderately coarse or bubbling rales suggestive of bronchiectasis. 
Another 21 per cent showed varying sibilant and musical rales charac- 
teristic of asthma. Four cases showed both asthmatic and_ bronchitic 
rales. In ten cases of long duration in older patients there was evidence 
of emphysematous changes. 

In order to rule oyt other causes of chronic bronchitis, one is dependent 
on the roentgenologist, otorhinolaryngologist, and cardiologist. X-ray, 
bronchoscopy, and lipiodol bronchograms are frequently essential to diag- 
nose various conditions such as chronic infectious tracheobronchitis, bron- 
chiectasis, abscess, tumors, polyps, et cetera. The importance of ruling out 
cardiac and mediastinal pathologic lesions is obvious. Infection in the ac- 
cessory nasal sinuses should be found and treated, especially since hyper- 
sensitivity and infection are frequently interdependent in that each is 
etiologically important in the development of the other and in vitiating the 
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results of treatment of either, if the other is disregarded. Eleven per cent 
of the series had definite sinus infection, and 8 per cent had a dental focus 
of infection. 

Roentgen examination of the chest excludes many intrathoracic causes 
for bronchitis but shows no pathognomonic findings for allergic bronchi- 
tis. Nineteen of the patients showed increased fibrosis of the hilus of the 
lung with increased peribronchial shadows extending towards the periph- 
ery, usually at the lung bases. Eight of the patients showed changes sug- 
gestive of bronchiectasis upon routine chest x-ray, and this was diagnosed 
with lipiodol bronchograms in four cases. Fourteen of the patients in 
whom there was no reason to suspect pulmonary or other thoracic disease 
had no x-ray examination of the chest. 

Laboratory findings were also not characteristic. A hypochromic anemia 
was usually present. Thirty-one of the cases had a hemoglobin between 
80 and 90 per cent; forty-three had a hemoglobin from 70 to 80 per cent, 
and in ten cases the hemoglobin was below 70 per cent. The sedimentation 
rate was elevated in only twenty-nine of the cases. Only 24 per cent of 
the patients had a leukocyte count of over 8,000. Nine per cent of the 
patients had an eosinophile count of over 10 per cent; eighteen patients 
had an eosinophile count of between 5 and 10 per cent. We did not con- 
sider an eosinophile count of less than 5 per cent of any significance. Six- 
teen of the cases did not have a differential leukocyte count. Routine 
urinalyses were negative. 

The hereditary background is of help, if the family history is positive, 
but, if negative, does not rule out an allergic factor in the bronchitis. 
The same may be said of a history of other allergic manifestations. How- 
ever, if the patient does not have a coexisting allergic rhinitis, more in- 
tensive study is indicated to find an organic cause for the bronchitis. In 
this series at least ninety-nine of 100 with an allergic bronchitis also had 
an allergic rhinitis. 


Complications.—The complications of allergic bronchitis are principally 
other allergic manifestations. Many patients with allergic bronchitis who 
are untreated develop asthma. Twenty-four of the 100 patients developed 
asthma following allergic bronchitis, and when first seen in the department 
diagnoses of both were made. In these patients the chronic allergic 
bronchitis persisted between acute attacks of bronchial asthma even after 
the onset of the asthma. Fifty-nine of the 244 total cases, or exactly 24 
per cent, also had concomitant asthma. This relationship of bronchitis 
to a preceding asthma has been noted for years. Kahn" stated in 1927 
that the initial pollen asthma in children is invariably preceded by a 
cough or bronchitis of months’ or years’ duration, and that the onset of 
asthma has been prophesied and later verified because of the preceding 
bronchitis. In most cases of perennial allergic bronchitis, the onset of 
asthma is a gradual progressive process. 

The development of proven bronchiectasis occurred in only four of 
191 
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- this series of cases. However, it must be noted that ten other cases clini- 
cally had bronchiectasis, and four of those cases showed suggestive 
changes in the plain chest films, even though the diagnosis was not veri- 
- fied by lipiodol bronchograms. Bronchiectasis should be considered a 


possible complication whenever mucopurulent sputum develops. Cer- r 
tainly, it is a complication to be guarded against. _ 7 we 


TABLE III. RESULTS ACCORDING TO AGE GROUPS «<%, 


Age Cases |Excellent} Good Fair |Unimproved| Poor 
1-9 11 4 7 
10-19 7 2 5 
20-29 14 4 6 3 
30-39 20 3 5 8 2 2 
40-49 25 1 10 9 4 1 > 
50-59 16 1 4 8 3 7 
60-69 7 4 1 2 
Totals | 100 15 41 29 11 4 7 


Emphysema is not a common complication, although 10 per cent of this 
series, all in the older age groups, had it when first examined. 

In general, complications are more apt to occur in the older patient and 
_ the patient with the longer duration of symptoms. It is not uncommon to 
follow a case history through allergic rhinitis to allergic bronchitis to ° 
_ bronchial asthma and finally to definite bronchiectasis. : 


Prognosis.—When allergic bronchitis is properly treated, the prognosis 

is favorable in the majority of cases. Bronchial asthma is always a poten- 

tial complication in any case of allergic bronchitis, regardless of treat- 

_ ment, but is less frequent if the patient has proper management. The rea- 

» _ sons for lack of response are (1) the examination of the patient may be 

- inadequate as to history, physical examination, skin tests, and laboratory 

and x-ray study; (2) mistaken diagnoses; (3) lack of inte rest and co- 
operation on the part of either patient or phy sician. 


Results of Treatment.—The results tabulated here are from th the first 

100 unselected cases of the total 244 cases which returned answers to a 

: _ follow-up questionnaire. In every case the results are graded according 7 
to the patient’s own opinion. Duration of treatment varied from four ’ 
months to several years. 

On examining these figures we find that only one patient of a group of _ 


thirty-two under thirty years of age did not respond to treatment and that 
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88 per cent of this group had marked improvement. Fourteen of the 
sixty-eight patients past the age of thirty, or 20 per cent, showed no im- 
provement whatsoever, while only twenty-eight, or 41 per cent, showed 
marked improvement. The obvious conclusion is that the younger the in- 
dividual at the time of starting treatment, the greater and more certain is 
the response. 


| TABLE IV. RESULTS CORRELATED WITH DURATION OF SYMPTOMS | 


Symptoms less than five years Symptoms over five years 


Excel- Unim- Excel- Unim- 
Cases} lent | Good] Fair |proved| Poor|| Age || lent |Good} Fair |proved} Poor |Cases 


3 6 1-9 1 1 2 
2 2 4 


= 


oo 
_ 


- 5 | 2 1 | 20-29) 1 1/1 3 
2 3 | 4 30-39 || 1 i412 2 {11 
6 | 1 1 | 3 1 40-49 4 1 | 19 

5 5 50-59 || 1 3 11 
= 3 ei 60-69 2 2 4 
a 46 | 9 | 20 | 15 1 1 6 |21 | 14 | 10 3 | 54 


Only two of forty-six cases who had symptoms less than five years had 
no improvement, while thirteen of fifty-four, or 24 per cent, of those with 
symptoms of over five years’ duration had no improvement. The results 
in the older age group (past thirty) with a shorter duration of symptoms 
were also generally good. Therefore, improvement is to be expected gen- 
erally when the duration of symptoms is less than five years, while the 
longer the symptoms have existed, the less chance the patient has of be- 
coming asymptomatic. This is especially true in the older age groups 
where permanent pathologic changes are more apt to occur. — 


TABLE V. RELATION OF HEREDITY TO TREATMENT | 
Family Allergy |Excellent} Good Fair |Unimproved| Poor 
Positive 62 i 27 18 5 1 
\ Negative 34 2 14 10 6 2 
- 7) Unreported 4 2 1 1 


Six of sixty-two patients with a positive family history, or 10 per cent, 
were unimproved, while eight of thirty-four, or 23 per cent, of those with 
a negative family history were unimproved. From tte a tentative con- 
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clusion may be drawn that results are apt to be better if there is a definite 
family history of allergy. 

It is interesting to note that 17.5 per cent of the cases with no eosino- 
philia had poor results. It is questionable that the observation is valid, 
but the study of this series of cases suggests that a marked eosinophilia 
predisposes to good results in treatment, while most of the poor results 
fall in the group of cases with little or no rise in the blood eosinophiles. 


“TABLE VI. RELATION OF EOSINOPHILIA TO RESULTS 


Eosinophiles Cases |Excellent] Good Fair |Unimproved 


Over 10% 9 2 3 4 


5 to 10% 18 3 8 5 2 
Less than 5% 57 9 25 13 7 3 : 
Unreported 16 1 5 2 1 
TABLE VII. RESULTS IN PATIENTS WITH ALLERGIC MANIFESTATIONS OTHER 
THAN ALLERGIC RHINITIS 
Cases |Excellent| Good Fair |Unimproved} Poor 
Multiple Allergy | 58 7 27 17 6 1 . 
No other Allergy | 42 48 14 12 5 3 a 


No similar conclusions have been reported in any literature reviewed 
by the authors. As far as could be determined, no similar correlation has 
been attempted in man. Campbell, Drennan, and Rettie,® in experimental | 


work on guinea pigs, came to the following conclusions: : 
1. Local and general eosinophilia are frequent, though not constant accompani- 
ments of allergic inflammation in guinea pigs. : 


2. Local eosinophilia is not produced by the injection of foreign proteins if an 


allergic reaction does not occur; the blood eosinophilia is only produced on re- — 
injection. under conditions compatible with the occurence of an allergic reaction, ee 
i.e., a time interval following the first injection which corresponds to that usually ' 
found necessary for sensitization to develop. 

3. Preexisting blood eosinophilia appears to have no protective action against — 
the occurrence of allergy or general anaphylaxis. =): 


The results of treatment in this series of cases indicate that in man a 
preexisting blood eosinophilia does have some relationship to a favorable 
result from treatment, whether or not it has any protective mechanism. 9) 
If such a conclusion can be borne out by further studies, it offers an in- 
teresting field of speculation for further developments in allergic therapy = 


and may offer some criterion for advance prognosis. 
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Fifty-eight per cent of the patients had an allergic manifestation other 
than perennial allergic rhinitis and brochitis. Included in other manifes- 
tations of allergy were hay fever, asthma, urticaria, angioneurotic edema, 

atopic dermatitis, infantile eczema, and migraine. No conclusions are 
possible in this group. 

No conclusions as to results of treatment in the two sexes are possible. 


SUM MARY 


It has been the aim of this discussion to describe and emphasize the 
importance of a common condition frequently encountered and for which 
results of treatment are highly satisfactory. 

Allergic bronchitis is either a perennial or seasonal allergic reaction or 
response to sensitizing substances in a susceptible individual, and it is 
characterized by a chronic, recurring, or paroxysmal cough which usually 
occurs in the absence of any upper respiratory infection or intrathoracic 
pathology which otherwise could account for the bronchitis. 

On the basis of this study allergic bronchitis may occur in approximately 
12 per cent of all hypersensitive individuals which is an incidence in the 
general population of 1 to 3 per cent or more. 

From this study almost every case is accompanied by perennial or 
seasonal allergic rhinitis. In 46 per cent of the cases, its onset is dated by 
some acute respiratory infection. 

Hereditary, occupational, climatic, and etiologic allergens are similar to 
those in bronchial asthma. The allergens are primarily inhalants, but 
other allergens may be included. 


The primary symptom of chronic dry cough may be accompanied by 
blood streaked sputum, expectoration of mucoid or mucopurulent sputum, 
wheezing, dyspnea, frequent colds, fever, fatigue, loss of weight, anorexia, 
chest pain, sweating, hoarseness, and aggravation of cough with exertion. 

Physical examination is not diagnostic, nor are laboratory procedures, 
roentgenograms of the chest, history, et cetera. 

Diagnosis is primarily the exclusion of all other possibilities. A family 
history of allergy and other personal manifestations of allergy may indi- 
cate the diagnosis, but lack of them never excludes the diagnosis. 

Treatment consists of a proper allergy regimen after adequate studies. 
Satisfactory treatment will usually prevent the complications, which are 
primarily asthma, emphysema, and bronchiectasis. 

Results of treatment are uniformly good. Only 15 per cent of the cases 
showed no response to allergy management. 

Best results are obtained in those individuals under thirty years of age, 
with symptoms of less than three years’ duration. Most favorable results 
occurred in those individuals who had a high blood eosinophilia and in 
those with a positive family history of allergy. 


Conversely, poor results are more apt to occur in those individuals who 
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are in the older age groups with symptoms of over five years’ duration 
and with no hereditary factors and no eosinophilia. 


SUMARIO 

El proposito de esta discusion ha sido, el describir y dar mayor énfasis 
a la importancia de una condicién comun encontrada con frecuencia, y por 
eso los resultados del tratamiento han sido sumamente satisfactorios. 

El bronquitis alérgico o es una reaccion alérgica, perenne, o estacional 
0 una respuesta a substancias sensibilizantes a un individuo susceptible ; y 
se caracteriza por tos cronica 0 un paroxismo que se repite el cual usual- 
mente ocurre en la ausencia de cualquiera infeccién respiratoria superior 
o en la patologia intratoraxica que de otra manera podria causar el bron- 
quitis. 

Sobre este punto el estudio del bronquites alérgico puede ocurrir aprox- 
imadamente en doce por ciento de todos los individuos hipersensibles la 
cual es una incidencia en la generalidad de los habitantes de uno al tres 
porciento o mas. 

Por este estudio decimos que casi todo caso va acompafiado de rinites 
alérgica estacional o perenne. En el cuarenta y seis por ciento de los 
casos, su principio se sabe, por una aguda infecciOn respiratoria. 

Los alergenos hereditarios, de ocupacion, etacionales, y etiologicos son 
similares a aquéllos en el asma bronquial. Los alergenos son principal- 
mente inhalantes, pero otros alergenos pueden ser incluidos. 

EF] primer sintoma de una tos seca y crénica puede ser acompafiada de 
esputo con sangre, expectoracion mucosa o esputo mucopurulento, respi- 
racion sibilante, disnea, resfriados frecuentes, fiebre, cansamiento, pérdida 
de peso, anorexia, dolor de pecho, suduracién, ronquera y provocacion, 
suduracion, ronquera y provocaciOn de tos con esfuerzo. 

Un examen fisico no es el diagnoéstico, ni tampoco, los procedimientos 
son de laboratorio, roentgenogramas del torax, historia, et cetera. 

El diagnéstico es principalmente la exclus6n de todas otras posibili- 
dades. Una historia familiar de alergia y otras manifestaciones personales 
de alergia pueden indicar el diagnostico, pero falta de ellas nunca excluye 
el diagndstico. 

El tratamiento consiste de un proprio régimen de alergia, después de 
haberlo estudiado cuidadosamente. Un tratamiento satisfactorio prevendra 
usualmente las complicaciones, las cualas son principalmente, el asma, 
enfisema, y bronquiectasis. 

Los resultados del tratamiento son uniformemente buenos. Solamente, 
el quince por ciento de los casos no demostraron resultado al tratamiento 
de alergia. 

Los mejores resultados se obtienen en esos individuos de menos de 
treinta anos de edad, con sintomas de una duraciOn de menos de tres anos. 
Los mas favorables resultados ocurren en aquéllos individuos quienes 
tuvieron elevada eosinofilia de sangre y, en aquéllos con una historia fa- 
miliar positiva de alergia. 
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a nen malos resultados seran mas aptos en que occurran en 
aquellos individuos quienes pertenezcan a grupos de mayores personas con 
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sintomas de una duracién de mas de cinco afios y sin factores hereditarios 


y sin eosinofilia. 
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INFLUENCE OF THE WEATHER ON OTOLARYNGOLOGICAL DISEASES ~ 


By William F. Petersen, M.D., F.A.C.A.(Hon.) 


(Abstracted from Transactions of the American Academy of Ophthalmology and 
Otolaryngology) 


Although one environmental factor, such as meteo-ological changes, is seldom 
responsible for the varying degrees of organ function and dysfunction in the com- 
plex human mechanism, Dr. Petersen implores the specialist and practitioner to rec- 
ognize this important factor in our environment. The organism must instantly 
adjust, in part or as a whole, to these atmospheric changes upon which all animal 
life depends for its existence. 


In order to properly interpret these immediate reactions of the ear, nose, 
throat and bronchi, the otolaryngologist must be acquainted with the effect of 
the weather or change of air mass on the body as a whole. A failure to adjust, 
or the lack of adaptation of the human body to this changing environmental 
situation, results in “disease.” The cold air mass is responsible for the greater 
strain placed ulpon the body when seeking to insulate itself by withdrawal. There 
results a constriction of the peripheral blood vessels, prevention of heat loss, 
diminished peripheral catabolism, a temporary alkalosis, and diminished membrane 
permeability. This vasoconstriction reaction unde~ the influence of the endocrines, 
with increased smooth muscle tension, is generally considered a sympathicotonia. 


Many organs develop an anoxia with a disturbed relationship between the host 
and parasite in the mucous membrane. The reaction to such a sustained imbalance 
results in opposite physiological changes. The nasal pH becomes more acid, the 
functions of the mucous membranes change, as well as the su~face bacterial flora. 
The development of the common cold coincides with these weather changes. 

In other publications Dr. Petersen has noted the influence of these weather 
changes on allergic states. 


*The author, well known for his contribution ‘The Patient and the Weather,” presented by 
invitation the address here abstracted before the Forty-seventh Annual Session of the American 
Academy of Ophthalmology and Otolaryngology. 


ANNALS OF ALLERGY 


32. 
J 
= 
é 
is 
= 
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NETHAMINE HYDROCHLORIDE AND THEOPHYLLINE 
_ ISOBUTANOLAMINE IN THE TREATMENT OF NASAL ALLERGY 


AND ASTHMA 
FRENCH K. HANSEL, M.D., F.A.C.A. 7 
St. Louis, Missouri 


Ix THE treatment of nasal allergy and asthma certain drugs play an 
important part in giving the patient relief of symptoms. They are par- 
ticularly necessary during the period of observation and study of the 
nature of the allergic problem involved. The following report represents 
a study of the use of nethamine and theophylline isobutanolamine in the 


NETHAMINE HYDROCHLORIDE 


The efficacy of ephedrine in the palliative treatment of certain allergic 
phenomena is well known, but its clinical usefulness is somewhat reduced 
because of its tendency to produce nervousness, palpitation, nausea, vomit- 


ing, headache and other symptoms.' For this reason a number of sym- | 


pathomimetic amines have been developed in recent years. These com- 
pounds have the essential chemical structure and pharmacological action 
of ephedrine, but there are certain significant differences in the actions 
produced by the individual members of this group of compounds.’° 

One such compound we have studied is nethamine (brand of methyle- 
hydrochloride,'* also known as_ 1-N-ethyl- 
ephedrine hydrochloride. This compound differs from ephedrine in that 
the hydrogen atom on the nitrogen is replaced by an ethyl group. The 
compound is stable and solutions of it are not decomposed following ex- 


thylamine-phenylpropanol ) 


posure to light and air. 

Pharmacological studies! on nethamine show that it is equally effective 
as ephedrine in effecting bronchodilation and respiratory stimulation. It 
causes, however, very little central nervous stimulation and produces 
little or no pressor action. Its action on smooth muscle of the intestine is 
of greater intensity than ephedrine and its action on the uterus differs 
from that of ephedrine in that nethamine abolishes individual uterine con- 
tractions. The fate of this substance in the body was studied by admin- 
istration to humans and it was found that 80 to 100 per cent was ex- 
creted unchanged within twenty-four hours.’? 

Craddock* has reported that this new compound, in a series of eleven 
allergic patients sensitive to ephedrine or adrenalin or both, produced 
beneficial results and was tolerated without any marked reaction in all 
but one patient. 

THEOPHYLLINE ISOBUTANOLAMINE 


The ‘“xanthines” (caffeine, theobromine, theophylline | and their salts 
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and derivatives) have been found useful as cardiac stimulants, as diu- 
retics and in the symptomatic treatment of asthma. The xanthines occur 
naturally in a large number of plants, including coffee, tea and cocoa. 
Aqueous extracts of the xanthine-containing plants have been used as 
beverages in all parts of the world. Their stimulant action is a matter 
of common knowledge. 

Chemically, caffeine is a trimethylxanthine; theobromine and theophyl- 
line are dimethylxanthines. They are used medicinally as free bases, as 
salts or combined with amines. Their actions, while qualitatively similar, 
differ quantitatively. For example, caffeine is a powerful central nervous 
system stimulant; this action is much jess marked in theophylline and 
almost entirely absent in theobromine. All the xanthines increase the 
functional activity of cardiac muscle, induce vasodilatation and have 
diuretic properties, but theophylline is most active in these respects. 

Theophylline is not very soluble in water and is therefore not suitable 
for intravenous administration. A number of soluble salts have been used. 
Among these are theophylline sodium acetate, theophylline ethylenedia- 
mine, theophylline monoethanolamine, theophylline methylglucamine and 
theophylline isopropanolamine. The pharmacological actions of all these 
salts are due almost entirely to the theophylline portion of the molecule, 
and their actions are very similar to those of theophylline itself. All have 
the advantage of being soluble; some have the disadvantage of being 
slowly decomposed on standing. All theophylline derivatives that have 
been examined are toxic in large doses, the degree of toxicity varying 
among the different preparations. 

A new theophylline derivative, theophylline isobutanolamine, has been 
developed.'* This compound offers certain improvements in stability, solu- 
bility and freedom from undesirable side effects. 

Theophylline isobutanolamine is soluble in water ; about 120 grams will 
dissolve in 100 c.c. of water. It is insoluble in cold alcohol, acetone, ether, 
et cetera, and decomposes if dissolved in these solvents at elevated tem- 
peratures. 

Theophylline isobutanolamine is quite stable in air and does not seem to 
be affected by atmospheric moisture or carbon dioxide. It is superior in 
this respect to theophylline ethylenediamine which decomposes slowly and 
becomes gummy. 

Theophylline isobutanolamine contains approximately 67 per cent of 
theophylline. This is approximately the same theophylline content of 
theophylline sodium acetate which contains from 55 to 65 per cent, and 
theophylline isopropanolamine which contains 77 per cent. Aminophyl- 
line or theophylline ethylenediamine contains from 75 to 82 per cent theo- 
phylline. It is, therefore, apparent that the theophylline content of theo- 
phylline isobutanolamine is in the same range as that of other soluble prep- 
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PHARMACOLOGICAL AND TOXICOLOGICAL STUDIE git 


The pharmacological actions elicited by theophylline isobutanolamine are 
due chiefly to the theophylline portion of the molecule ; the re sane 
portion serves mainly in making the compound soluble. The effects of this 
compound are, therefore, qualitatively similar to those of theophylline or 
the xanthines as evidenced by a series of pharmacological studies. 

The xanthines affect all parts of the circulatory system and some of 
these actions are antagonistic. It is, therefore, difficult to predict the end- 
result as far as blood pressure effects are concerned. Effects which would 
tend to produce an increase in the blood pressure are a stimulation of the 
vasomotor center and of the myocardium. There are also effects which 
would tend to lower the blood pressure such as stimulation of the vagus 
center and a peripheral vasodilatation. In spite of these opposing actions, - 
this group of compounds usually produces a slight increase in blood pres- 
sure. The increase in blood pressure is due mainly to the increased car-_ 
diac output which is sufficient to overcome the peripheral vasodilatation. 
These latter two actions, in fact, produce a more efficient circulation ae 
they produce a more rapid blood flow. 

A series of tests were made to determine the effect of theophylline iso- 
butanolamine on the blood pressure. Dogs served as the experimental 
animals. In the first series of tests these animals were anesthetized with 
morphine sulfate, 10 mg. per Kg., administered subcutaneously, followed 
in a half-hour with chlorobutanol, 275 mg. per Kg., administered orally. 

In this series of experiments theophylline isobutanolamine produced 
either no charge or a slight drop in blood pressure with a rapid return to 
normal. In further studies this effect was compared with that produced by 
theophylline isopropanolamine. In these comparative studies the dose was 
computed on the molar basis so that the theophylline content of the two — 
doses was the same. The results indicate that the two compounds have © 
a similar action both qualitatively and quantitatively. 

In further tests the animals were decerebrated. By this procedure both 
the stimulation of the vagus and the vasomotor center was prevented. Di- — 
rect stimulation of the myocardium as well as peripheral vasodilatation — 
could still occur. In these studies, again, both compounds produced similar _ 
effects. 

It has already been stated that the xanthines produce a peripheral dilata- 
tion. This dilatation is due to a direct action on the muscle of the noe 
The action is antagonistic to the vasoconstriction effected by stimulation — 
of the vasomotor center. In the experimental animal the peripheral vaso- _ 
dilatation can be demonstrated with oncometer studies on some of the or- 
gans. Such studies reveal that there is a definite increase in the organ | 
volume. 

Experiments were carried out to determine the peripheral vasodilator 
action of theophylline isobutanolamine. Dogs were used and they were 
anesthetized with morphine sulfate followed with chlorobutanol. Changes __ 
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{ in the volume of the kidney were observed by means of a kidney oncom- 
eter. It was found that in a dose of 20 mg. per Kg., theophylline isobu- 
_ tanolamine produced a definite increase in the kidney volume which was of 
_ approximately the same degree as that elicited by similar amounts of 


theophylline isopropanolamine. 


The peripheral vasodilatation effected by the xanthines is also present 

in the coronary vessels. It has been demonstrated that in both the anes- 

_ thetized and the unanesthetized animal the xanthines definitely relax the 

coronary vessels and thereby increase the circulation in them. This action 
is, therefore, of practical importance. 

Aside from the relaxation produced on the muscles of the peripheral 


vessels, the xanthines also have a definite effect on some of the other = | 
smooth muscles of the body. Thus it has been shown that dilute solutions i; | 
stimulate the contractions of isolated intestines, whereas high concentra- 
tions produce a marked decrease in both the tonus and the rhythm. It was 
of interest, therefore, to determine the effect of theophylline isobutanola- 
mine on the isolated intestine. In these studies a section of rabbit’s jejunum ; 
was used. The muscle was suspended in aerated Locke’s solution at a 
constant temperature of from 38 to 39° C. Ina concentration of 1:10,000, > 
an increase in the general tone of the muscle was found. In more con- = 
centrated solutions, 1:700, a decrease in both the tonus and the magnitude 
of the individual contractions was produced. It is thus apparent that the : 
action of theophylline isobutanolamine is qualitatively the same as that of 
theophylline. 
The methylxanthines, in addition to their other actions, have a marked | - 
diuretic effect and, therefore, they have been used extensively as diuretics. _ 7 
Theophylline especially exerts a marked diuretic action. The action of theo- 
phylline isobutanolamine was determined in normal, unanesthetized ani- a 
mals. Results of studies indicate that this compound does produce a defi- z- 
nite increase in the urinary excretion. Rad 
The acute intravenous toxicity of theophylline isobutanolamine was de- a 
termined in rabbits. For these studies a 24 per cent theophylline isobutan- 
‘ olamine solution was injected into the marginal vein of the ear at a rate of 
l c.c. per minute. It is apparent that the minimum lethal dose following _ 
this mode of injection is between 175 and 200 mg. per Kg. The toxicity 
of theophylline isobutanolamine was found to be less than that of theo- 
_ phylline isopropanolamine. At a dose of 160 mg. per Kg. theophylline ' 
-- igopropanolamine killed two out of six animals and at a dose of 200 mg. | 
per Kg. it killed six out of six animals. Theophylline isobutanolamine on 
the other hand killed no animals at 160 mg. per Kg. and only two out of =~ 
al six at 200 mg. per Kg. The minimum fatal dose of theophylline sodium - 
te acetate, another soluble theophylline compound, in dogs is about 100 mg. ; 


per Kg. It is apparent, therefore, that of the three compounds theophylline 
isobutanolamine is the least toxic. 
In some further studies the toxicity of isobutanolamine hydrochloride 
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was determined and it was found to kill one out of five ee at 650 mg. 


per Kg. following intravenous administration. Its toxicity was then com- = 
pared with ethylenediamine hydrochloride, which is the amine of theophyl- a 


line ethylenediamine, and it was found that this amine killed one out of 7 
twelve animals at a dose of 400 mg. per Kg. following intravenous ad- 
ministration. From these toxicity studies it may be concluded that theo- 
phylline isobutanolamine is relatively non-toxic. 


The results of preliminary chemical and pharmacological studies fn 


cate the following: theophylline isobutanolamine is a soluble theophylline 

derivative which contains approximately 67 per cent theophylline and is a 

stable compound. It is superior in this respect to theophylline ethylenedia- 

mine which decomposes slowly and becomes gummy when in contact with 

air. Theophylline isobutanolamine elicits the actions which are rae ~s 


istic of theophylline. Toxicity studies indicate that theophylline isobutanol 

amine is relatively non-toxic and is less toxic than some other soluble theo- 

phylline derivatives. 

THEOPHYLLINE DERIVATIVES IN ASTHMA ‘ 

Young and Gilbert'® have demonstrated the pharmacological basis for — 

the use of theophylline preparations in asthma. They found that amino- | ‘ 

phylline (theophylline with ethylenediamine) lessened the constricting ac- 

tion of histamine on the bronchial musculature of rabbits. In guinea pigs 

aminophylline nearly abolished the severe respiratory symptoms of hista- _ ‘ 

mine shock and in many cases seemed to prevent the asphyxial death which — 

usually occurs. 
The clinical use of theophylline preparations in the treatment of asthma oe 

has been reported by numerous investigators. Herrmann and Aynesworth*® 

reported sixteen cases of asthmatic bronchitis or chronic bronchial asthma . 

in which forty-one injections of theophylline ethylenediamine were ad- 

ministered. Thirty-one of these injections afforded prompt, complete and 

persistent relief. In two instances the full dose of 0.48 gm. seemingly 

failed. One patient who was not relieved by theophylline ethylenediamine : 

was benefited by a subsequent injection of adrenalin to which he previous- j 

ly had been refractory. In practically all cases that had become adrenalin- 

fast, theophylline ethylenediamine seemed to resto: 2 the sensitiveness to 

adrenalin. Only one instance was observed in whick r-fractoriness to theo- 


phylline ethylenediamine appeared to develop. 

Greene, Paul and Feller® reported symptomatic relief produced by theo- 
phylline ethylenediamine in five patients with bronchial asthma associated 
with chronic pulmonary disease and in eleven cases in which the asthma 


was on an allergic basis. 

Twenty-two patients with acute bronchial asthma which had been found 
refractory to adrenalin were treated by Carr* with theophylline ethylene- 
diamine. In half of the cases relief was immediate. The effect in the oth- 
ers was evident in from twenty to thirty minutes. The relief lasted for 
periods ranging from one hour to several days. _ : 
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Hyman® found theophylline ethylenediamine very effective in cases of 
asthma when repeated doses of adrenaline had failed to provide relief. He 
noticed that some patients who appeared not to respond to the theophylline 
preparation could be relieved by a subsequent dose of adrenalin. Appar- 
ently, the theophylline compound in some way overcame the refractoriness 
to adrenalin. 

Brown and Blanton? reported that theophylline ethylenediamine gave 
relief in 75 per cent of their cases of intractable asthma. They confirmed 
the observation of others that adrenalin-fast cases frequently respond to 
theophylline ethylenediamine, while other cases are favorably influenced 
by adrenalin after failure with the theophylline preparation. 

In a critical study of the use of theophylline mono-ethanolamine in the 
treatment of asthma and other allergies, Lamson and Bacon"! presented 
their observations in a group of 153 patients. They recommend the ad- 
ministration of the smallest dose found to be effective, and repeated only 
when the symptoms and safety factors justify it. In using minimum ef- 
fective doses, unpleasant side effects were reduced in frequency of occur- 
rence. It was noted that adrenalin-fast asthmatics responded satisfacto- 
rily to theophylline, and that even after one year it was not necessary to 
increase the effective dose. Lamson and Bacon also found that when large 
doses by mouth failed to give relief, intravenous injection of the drug 
produced a satisfactory response. 

In a group of 112 clinic patients, 77 per cent obtained definite or com- 
plete relief from no more than 0.26 gm. (4 gr.) in twenty-four hours. In 
the majority of instances the doses were not in excess of from 0.13 to 
0.26 gms. in twenty-four hours. Among forty-one private patients, 88 per 
cent obtained relief from 0.20 gm. or less. 


On the whole, untoward effects were inconspicuous. In most instances, 
complaints followed only the first few doses. Disturbances of the gastro- 
intestinal tract, such as a gnawing sensation in the epigastrium, nausea and 
sometimes vomiting, were the most common complaints. As a rule, these 
symptoms did not occur when a small amount of food was ingested with 
the drug. Ten patients in the series complained of nervousness, and when 
the medication was taken at night insomnia resulted. Occasionally tachy- 
cardia occurred. The diuretic effect was noted in a few instances, but was 
considered inconspicuous. 

Lamson and Bacon also noted satisfactory relief of nasal allergy in a 
few cases. In five cases of urticaria and angioneurotic edema, very strik- 
ing results were obtained. 

So far the reports of the use of theophylline compounds have been con- 
fined to the observations based upon oral, intramuscular and intravenous 
routes of administration. More recently, however, Dees® has presented a 
very comprehensive study on the use of aminophylline rectal suppositories 
in the treatment of bronchial asthma in a group of fifty-five severe asth- 
matics, six of whom were children. This group of patients was selected 
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for study because they had severe, at times intractable asthma. Fifteen pa- 
tients had been using epinephrine, 1:1,000, or epinephrine in oil. Eleven 
were adrenaline-fast. Many of them obtained no relief from the oral ad- 
ministration of aminophylline or ephedrine. Forty of the patients were 
treated satisfactorily with intravenous aminophylline (0.24 to 0.48 gm. 
in 10 to 20 c.c. of saline or glucose solution). In ten instances of status _ 
asthmaticus relief was noted in about twenty minutes which lasted from 7 
four to twenty-four hours. Eight patients had no relief with the suppos- _ 
itories. No vascular or gastro-intestinal symptoms were noted. The sup- | 

positories contained 0.25 gm. of aminophylline with 5 to 7 per cent wax in : 
cocoa butter. They were usually prescribed for use at bedtime and no more 
often than once every six hours during the daytime. Ordinarily, it was 


found that one suppository at night and one in the morning were suffi- — 
cient. 
CLINICAL OBSERVATIONS 
The following observations are based upon the study of 250 cases of . 
nasal allergy and bronchial asthma in which nethamine and theophylline 
isobutanolamine were employed as an additional adjunct in treatment. Tif- | 
n ty of the 250 patients were children varying in ages from two to fifteen _ 
years. These studies were conducted over a period of three years during a 
which time 25,000 tablets of nethamine, gr. 34, and theophylline isobutanol- _ 
is amine, gr. 2, were administered. Inasmuch as the majority of patients, | 
especially the children, had nasal symptoms with the asthma, the combi- | 
, nation of nethamine and theophylline isobutanolamine was found to be — 


more satisfactory than using the latter alone. As a result, therefore, the © : 
nasal symptoms usually improved with the asthma. 


if in the use of theophylline compounds in the treatment of asthma. On the 7 


The results obtained in this series of cases confirm those made by others 
: whole, our studies were conducted on a basis similar to that reported by — 


Lamson and Bacon in that an attempt was made to establish the minimum | 
effective dosage. At the same time patients were instructed to take he 
medication only when necessary. The nethamine-theophylline isobutanol- 

My amine tablets were scored so that they could easily be divided into halves 
and quarters. In general, the average optimum dosage in adult patients 

f was one-half tablet or 3g gr. nethamine and 1 gr. theophylline isobutanol- 
amine. Some patients required smaller doses, some larger. The average 
dose in children from six to twelve years of age was one-fourth of a tab- 
let. The length of time the medication was continued varied considerably 7 


| in the entire group. Those patients who responded promptly to allergic 


methods of management were able to discontinue the drug within a short 
time. In the more difficult cases and those who responded more slowly, 
the medication was continued for a much longer period of time. 

For intravenous and intramuscular medication, 10 c.c. ampules con- 
taining nethamine, gr. 34, and theophylline isobutanolamine, gr. 334, were 
used. The 10 c.c. ampule was dissolved in 50 to 100 c.c. of saline or 5 
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per cent glucose solution for intravenous injection. The solution was in- 
jected slowly. This size dosage was repeated when necessary rather than 
using a dosage twice as large. This method of administration was par- 
ticularly useful in severe asthma and in cases of status asthmaticus. The 
response was especially satisfactory in patient who were adrenalin-fast. As 
soon as satisfactory relief was obtained, further medication was continued 
by the oral route. 

More recently we have employed the rectal suppositories as suggested by 
Dees. Each suppository contained nethamine, gr. 114, and theophylline 
isobutanolamine, gr. 4. We have noted the excellent response to this route 
of administration as reported by Dees. Its effectiveness is practically the 
same as that of the intravenous route. On account of the greater solubil- 
ity of theophylline isobutanolamine we noted that the response to admin- 
istration was more prompt than that of aminophylline. 

The untoward side effects from these drugs were practically incon- 
spicuous. Following oral administration nausea and vomiting sometimes 
occurred, but these reactions appeared less frequently when the drugs 
were taken with food or the enteric coated tablets were used. Nervousness 
and insomnia could be controlled by the addition of a barbiturate. 

If intravenous administration is too rapid, sensations of heat and burn- 
ing, particularly of the face, fullness in the head and chest, headache and 
occasionally nausea may occur. These effects are transitory and have not 
been serious. They can be avoided to a great extent by including 50 to 
100 c.c. of saline or glucose with the 10 c.c. ampule and injecting slowly 
for a period of twenty to thirty minutes. 


ADVANTAGES OF THEOPHYLLINE ISOBUTANOLAMINE 

The advantages of theophylline isobutanolamine may be summarized as 
follows : 

(a) It is a pure crystalline compound of fixed composition which is sta- 
ble at ordinary temperatures and does not discolor, decompose or develop 
ammoniacal odors. 

(b) It can be given orally, rectally or parenterally. 

(c) It is extremely soluble, absorbs quickly and therefore is promptly 
effective. 

(d) Clinical observations indicate that it is well tolerated and relatively 
free from undesirable side effects. 


SUMMARY 


1. A study of the use of nethamine-theophylline isobutanolamine in the 
treatment of nasal allergy and asthma in 250 patients extending over a 
period of three years is hereby reported. 

2. The effectiveness in the relief of symptoms has been most satisfac- 
tory. 

3. Untoward side effects were inconspicuous, 
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4. Minimum or optimum doses are recommended. 


5. Repeated administration has not necessitated an increase in dosage. 


6. On account of the high solubility of these drugs, absorption is rapid 
_and responsiveness is prompt. 
SUMARIO 


1. El uso de “nethamine-theophylline isobutanolamine” se ha estudiado 
en el tratamiento de la alergia nasal y el asma; y se hizo en 250 pacientes 
por un término de tres afios, he aqui sus manifestaciones. 

2. Lo eficacia en el alivio de los sintomas ha sido sumamente satisfac- 
toria. 

3. Los efectos desfavorables no fueron conspicuos. 

4. Las dosis se recomiendan en lo minimo o en lo maximo. 

5. La administracién que se repite no ha merecido ningun aumento en 
regulares. 

6. Por motivo de la solubilidad de estas drogas, la 


absorcion es rapida y 
pronta su reaccion, 
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THE CHEMISTRY OF RAGWEED POLLEN EXTRACT IV. 
Some Chemical Observations on Decolorized Ragweed Pollen Extract 


ETHAN ALLAN BROWN, M.R.C.S. (London), L.R.C.P. (England), F.A.C.A.} _ 
and 


NORBERT BENOTTL B.S., M.S. 


ly a previous communication,* a protein-free filtrate of ragweed pollen 
extract was prepared by adsorption of the protein fractions on Norite A. 
Tests with this solution were positive in the skins of ragweed sensitive 
patients and were considered specific, since there were no comparable re- 
actions by intradermal skin tests in normal nonallergic individuals. The 
protein-free filtrate described gave positive molisch and ninhydrin reac- 
tions, presenting qualitative evidence for the presence of a carbohydrate 
fraction and an alpha-amino compound or compounds. 

A carbohydrate fraction or fractions, if present, may be either free or 7 
combined, or both. If the carbohydrate fraction which exists in the free 
state is one of the simple sugars, it may, of course, be identified by means - 
of its derivatives. On the other hand, if no carbohydrate is present and 
the carbohydrate fraction is of the combined type then, excepting by re 
hydrolysis, it would be impossible to obtain any of its derivatives. Black? ry 
has presented evidence that ragweed pollen extract contains a soluble, spe- —) 
cific, complex carbohydrate which is reactive by skin tests in patients sen- 
sitive to ragweed pollen. Service® isolated a polysaccharide fraction from 
ragweed pollen. This fraction was said to have produced no skin reac- 
tions in man. In the same year, Harley® isolated a carbohydrate fraction _ ‘ 
from timothy pollen. He stated that the slight skin reactive potency was a? 
probably due to albumin present in small amounts as a contaminant. 

In 1935, Caulfield and his associates‘ prepared an osazone from the 
hydrolized products of ragweed pollen extract but state that first, they 
could not identify it, and second, that the solution, since it could not be 
fermented by yeast, contained, therefore, no glucose, fructose, or mannose. 
7 Since that time, to our knowledge, no attempt has been made to form a 
derivative of the carbohydrate fraction said to be part of ragweed pollen 
extract. Osazones, as is well known, can be used to identify very small 
traces of the sugars, being specific for as little as one part of glucose to 
10,000 of water, provided that the solution is comparatively free of or- 
- ganic matter.’ Following the techniques given in the experiments outlined 
below, osazones can be prepared from ragweed pollen extract, with ease. 


EXPERIMENT 


To 10 cubic centimeters of ragweed pollen extract after decolorization 
with Norite A* was added one gram of phenylhydrazine hydrochloride 


+Physician-in-Chief in the Allergy Department of the New England Medical Center, Boston. 
tChemist of the Asthma Research Foundation, Inc., Boston, 
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mixture.’ The tube containing the mixture was immersed in boiling water 
for five minutes, and then the entire solution filtered while still hot in order 
to remove a slight inert precipitate. When the clear, yellow filtrate was 
heated for twenty-five minutes, a definite yellow crystalline precipitate be- 
came apparent. This increased in amount as the solution was permitted 
to cool. 


3 
i 
Fig. 1. Photomicrograph of crystalline phenylglucosazone, 
Microscopic examination of the precipitate (Fig. 1) proved it to be a at 
typical phenylglucosazone, showing crystals with needles arranged both in 
bundles and in rosettes, as described by Hawk and Bergeim.* The melt- } 
ing point of the osazone was 204 C. (without correction), and the rate - 
of heating was about 1 C. in two or three seconds. 7 
When the solution containing the carbohydrate fraction was heated in 7 
the presence of qualitative Benedict’s solution, it gave a slight, reddish 5 
precipitate. 
The osazone described above might represent either glucose or fruc- 
tose. 
In order to differentiate between the two, an attempt was made to pre- + 
pare a derivative of fructose. Fructose, as is well known, combines with ~y 
a methyl-e phenylhydrazine to form a crystalline fructosazone which can 7 


be distinguished by its microscopic appearance and its melting point. We 

were unable to prepare this derivative. The osazone formed by galactose 

has a melting point of 193-194 F. and is, therefore, not identical with the : 
compound isolated and described above. 


Another portion of the decolorized extract was lyophilized. The re- 
sulting material was dried to constant weight and an analysis showed - 
following composition : 
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It would appear that the results demonstrate that all of the phosphorous 
in the decolorized extract exists in the inorganic form. 

Choline was isolated from the decolorized extract by Reinecke acid as 
described by Beattie.t Choline reineckate gave the percentage composition 
shown in Table I. 


TABLE I. ANALYSIS OF CHOLINE REINECKATE 


PER CENT Per CENT 
ELEMENT 
OBSERVED THEORETICAL 
Nitrogen 21.10 21.90 
Carbon 24.96* 24.30 
Hydrogen 4.60* 4.96 
Phosphorous None None 7 
*Micro-analysis, Dr. Carl Tiedcke, New York, New York. 
CONCLUSIONS 


1. A free carbohydrate fraction is present in decolorized ragweed pollen 
extract. 

2. Microscopic examination and melting point determinations prove | 
the derivative to be phenylglucosazone. - 

3. The presence of similar derivatives of fructose and galactose could — * 
not be proven. | 

4. The decolorized ragweed extract does not contain organic phos- yw 
phorus. 

5. Choline has been isolated from ragweed pollen extract. 


CONCLUSION 


1. Una fraccién carbohidratica libre se halla presente en la ambrosia © 
trifida de descoloramiento en el extracto de pdlenes. 

2. El examen microscopico y las determinaciones de punto de fusion 
pueban ser el derivativo de fenilglucosazon. 

3. La presencia de derivativos simulares de frustosa y galaxia no pue- 
den ser probados. 

4. El extracto decolorizado de ambrosia trifida ao contiene fosforo or- | 
ganico. 

5. La colina ha sido aislada del extracto polen de ambrosia trifida. 


REFEREN CES 


1. Beattie, F. J. R.: Biochem. J., 30:1554, 1936. 
r 2. Black, J. H.: A soluble specific carbohydrate of ragweed pollen. J. Al- 


lergy, 2:161, 1930. 7 
ANNALS OF ALLERGY 


_ RAGWEED POLLEN EXTRACTS--BROWN AND BENOTTI 
| 
210 
| 
| 


POLLEN EXTRACTS--BROWN AND BENOTTI 


RAGWEED 


3. Brown, E. A., Benotti, N.: The chemistry of ragweed pollen I.: Studies 
with activated charcoal and ragweed pollen extract. Ohio State M. J., 
38:1011, 1942. 

4. Caulfield, A. H. W., Brown, M. H., and Waters, E. T.: Experiments to de- 
termine whether ‘the allergically active substance in aoe eed pollen ex- - 
tracts is a single entity or multiple. J. Allergy, 7:1, 193 : 

Garard, I. D., and Sherman, H. C.: A study of the saci reaction, ,. 
J. Am. Chem. Soc., 40:955, 1918. 

6. Harley, D.: Hay Fever: The skin-reactive potency of protein and carbo- 

hydrate fractions of timothy pollen. Brit. J. Exper. Path., 18:469, 1937. 

7. Hawk, P. B., and Bergeim, O.: Practical Physiological Chemistry. Phila- 
delphia: P. Blakiston’s Son and Co., Inc., 1937, (Eleventh edition, page 
53; footnote 2; plate III). 


8. Service, W. C.: Antigenic studies of polysaccharides isolated from pollen. — 
Colorado Med., 34:368, 1937. 


LOSS OF CILIA IN THE RESPIRATORY TRACT AND ITS RELATION TO 
DEATH FROM RESPIRATORY DISEASES 


By A. C. Hilding, M.D., Duluth, Minnesota 


(Condensed i ie Minnesota Medicine and the Transactions of the American 


Academy of Ophthalmology and Otolaryngology)* . 


The usual explanation of most observers when death occurs in asthma or status 
asthmaticus, due to asphyxia, and the bronchial tree fills up with a thick tenacious 
mucus, is that the secretion is too heavy for the respiratory tract to remove. 

The author made tests which disproved the theory that secretion accumulates in- 

the bronchial tree in asthma because it is too heavy for the ciliary epithelium to_ 
remove. The author bases his observations on studies of tissue sections from thirty- 
one fatal cases of asthma, twelve fatal cases of influenza, and six fatal cases of 
bronchopneumonia obtained from the files of the Department of Pathology at the | 
University of Minnesota. He found an extensive metamorphosis of the respiratory — 
epithelium and that the usual ciliated columnar epithelium had been replaced largely 
or entirely by goblet cells or secreting cells. Apparently these patients became 
asphyxiated from the secretion because the proper mechanism to remove it had been 
destroyed. A variety of pathological pictures were found showing that clinical 
asthma is not a disease entity. The essential cause of death in the asthmatic case — 
not complicated by infection was apparently due to failure of the ciliary system. 
The change from columnar ciliated epithelium to goblet or secreting cells not only 
failed to remove the accumulation of quantities of thick tenacious mucus but in-| 
creased the production of mucus which adhered to the cells which produced it. 
The author has experimentally produced this metamorphosis in the nose of the- 
rabbit by prematurely closing one nostril by surgery and suggests that the patho- _ 
logical change is due to decreased volume of air flow. In a second group of | 
asthmatics where bronchitis and the infectional element predominates there is de-. 
struction of the surface of the bronchial epithelium with extensive sloughing off 
of the ciliated cells and death due to almost complete occlusion of the air passages _ 
by secretion. Bronchospasm is undoubtedly a factor in some cases. 7 

In severe respiratory influenza there is an extensive loss of cilia in the bronchial — 
tree with an accumulation of an abundant serous secretion which is undoubtedly | 
an important factor in extending the infection into the alveoli with the development | 
of pneumonia. 

In the cases of bronchopneumonia examined, the ciliated epithelium suffered ex- 
tensive destruction as did the one case of tracheobronchitis which died from 
asphyxia as a result of accumulated secretions, Loss of cilia occurs in cases of 
bronchiectasis which is probably responsible in part at least for the development 
and distribution of this distressing condition. 

The author believes that in the two types of asthma, tracheobronchitis and influ- _ 


is indicated. It has been well known for years that bronchoscopic aspiration in- 
acute asthma may be successful and life saving. More recently it has been used 
successfully for acute laryngotracheobronchitis and postoperative atelectasis. 
~ *Minnesota Medicine, March, 1943, published by the Minnesota State Medical Association. — 


Transactions of the American Academy of Ophthalmology and Otolaryngology, May-June, 1943, 
published by the American Academy of Ophthalmology and Otolaryngology. 
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THE NORMAL ADULT HUMAN PULSE-RATE ‘ 


_ ARTHUR F. COCA, M.D., F.A.C.A. (Hon.) 

Pearl River, New York 

— 
ES the course of the study of familiar nonreaginic food-allergy,'? it has 
been observed that every food-allergic person under the influence of the 
allergen exhibits an acceleration of the pulse-rate. This has turned out to 
be a most useful discovery, because the phenomenon could be applied 
as an extremely valuable diagnostic aid in a category of allergy in which 
the results of the cutaneous tests are regularly negative. 

With the use of this new means of diagnosis, all of the excitants of 
food-allergy in each case can usually be identified ; and shortly after these 
allergens have been avoided, the pulse-rate in the allergic individual has 
been seen to fall to an even and low level and to remain there constantly. 
This observation suggested the possibility that a group of such successfully 
treated persons could serve as favorable material for the study of the 
normal pulse-rate. Evidently a similarly favorable group was to be found 
in persons who are naturally free from pulse-accelerating allergy. Irom 
a study of these two groups of persons, one should derive information as 
to the extent of the normal variations of the pulse-rate in the same individ- 
ual and also as to the possible variations of pulse-range in different nor- 
mal persons. 

The data on which this study has been made differ, as far as we can 
ascertain, from those previously published in the fact that they are the 
result, not of a few observations on each individual, but of observations 
made on each person many times throughout each day over periods of 
weeks or months. Through such extended study of the individual pulse- 
rate could be determined, with reasonable certainty, the degree of its varia- 
tion that could be considered to be within normal limits, high and low. 
In this way a normal base-line could be established from which abnormal 
variations can be judged. 

The present report, then, concerns itself (A) with a group of persons 
free from food-allergy, and (B) with a group of food-allergic persons 
after presumable elimination of all the incriminated allergens from their 
environment or diet. 

(A) The group of available persons who are primarily free from 
pulse-accelerating allergy has been small. There has been little opportunity 
to observe, for an extended period of time, the variations of the pulse- 
rate in persons who could be presumed to be free from food-allergy by 
reason of absence of symptoms and of a bilaterally negative family history 
with respect to the ten common symptoms listed under (B). 


Out of an unselected group of forty-two individuals, only seven such 
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persons were found, all young pupil-nurses at the hospital in Hackensack, 
New Jersey. These have recorded the pulse-rate fourteen times in each 
of two days (on rising, and on retiring; on sitting down at each meal, 
and at three half-hour intervals after each meal), with the results as shown 
in the accompanying tabulation. 

The outstanding character of the normal pulse-rate in this record of the 
seven normal (nonallergic) persons is the narrow range of the pulse-rate 
from the low to the high point in each individual. 

(B) This group is composed of sixty-two food-allergic persons who 
had exhibited a variety of symptoms, most frequent among which were 
headache (including migraine), canker-sores, indigestion, chronic urti- 
caria, physical tiredness, nervousness, neuralgia, constipation, chronic rhi- 
nitis (sinusitis) and dizziness, and in whom the symptoms had dis- 
appeared after elimination of the materia peccans from the diet or environ- 
ment. Those data concerning these patients which are pertinent to this 
inquiry are assembled in Table I. 

For the appreciation of the significance of the respective normal pulse- 
rates, it is important to remember that these rates are drawn from ob- 
servations of individuals extending over periods of weeks or months or, 
in some cases, even years. During the period of dietary treatment and 
for some time thereafter in most cases, the pulse-counts were made 
fourteen to twenty-two times daily. The pulse-counts were made in most 
instances by the patient. No extraordinary precautions were prescribed 
as to posture or usual activity. 


DISCUSSION 


A comparison of the pulse-records of the group. A 
those of the allergic group B, after avoidance of all allergic excitants 
shows them to be essentially similar. Both show the variations of the 


normal rate in different individuals, which is discussed below, and the 
“even and low level” and narrow range mentioned above. 

Several interesting characters of the normal pulse-rate are revealed 
in these data. The first of these, just referred to, is the wide variation 
of the normal rate in different individuals. Thus the normal range of 
the pulse in patient A. R. is 70 to 84, whereas that in patient Mrs. E. B. 
is 44 to 60. The maximal rate in twenty-one of these patients was found 
‘to be lower than the minimal rate in eleven others. 

Pulse-rates of 44 per minute and less have been previously observed 
in persons of perfect health and high physical capacity. Dr. George C. 
Deaver* of New York University found rates of 47, 42 and 38, respec- 
tively, in the well-known runners Paavo Nurmi, Glenn Cunningham and 
Leslie MacMitchell. While ea low rates are somewhat unusual (there 
are only three persons in our series of forty-seven treated cases showing 
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PERSONS BEFORE AND AFTER DIETARY TREATMENT 


| Range of Pulse-rate 
| After Before end 
Patient Sex | Age Treatment | of Treatment 
E. F.C. F | 49 | 68-80 to 180 
M | 65 58-70 66-100 
M. M. D. F 27 70-80 70-100 
ASK. M 28 70-84 66-108 
F | 26 72-78 65-112 
M | 36 66-80 66-100 
F | 49 58-76 76-106 
M 57 56-68 66-100 
F 52 58-72 72-100 
17 60-72 70--90 
M 16 58-70 58-84 
M 22 64-76 64-100 
F | 62-78 68-100 
22 62-78 68-100 
F | 70+ | 70-74 72-100 
M | 40 68-80 68-108 
M 58 60-74 60-105 
F 53 68-80 68-108 
M 41 46-62 46-70 
F 35 48-64 44-78 
E. B. F 50 72-76 82-108 
Dr. R. M 26 70-76 70-90 
Rot. M 34 62-76 64-114 
A. F. M 10 74-78 82-124 
N. V. W. F 38 62-76 64-86 
M 46 72-78 84-104 
F 20 58-70 60-90 
J. J. v. M 38 62-74 70-94 
CoB: F 23 67-72 72-100 
- F 48 70-80 70-110 


*These patients did not complete the dietary diagnosis and undoubtedly are mildly affect- 
ed by unidentified minor allergens, although completely relieved of their major symptoms. 
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TABLE I (Continued ) 


PULSE-RATE—COCA 


Range of Pulse-rate 


Before End 


ELKO. 


Patient Sex Age | of Treatment 
M.D.B. | F | 50+] 52-60 | 62-90 
G. H. F 17 54-66 66-102 
E. K. F | 27 58-66 | 60-96 _ 7 
A.S. F | 50 62-76 | 66-96 
| ae M | 30 60-62 78-102 
F | 55 64-74 64-92 
J.B. M | 35 68-78 68-100 
O. W. L. M 68-80 70-98 
Mrs. E.B. | F 36 48-60 | 47-79 
M. P. F 60-72 74-116 
M.S F 31 64-74 | 64-100 
W.G F 21 66-78 66-86 
be M 24 56-68 | 56-88 
B. B. M 20 58-68 | 58-78 
M 50 54-68 54-90 
E. H. M 50 60-68 | 66-88 
M 50 60-68 | 66-90 
E. A. F 63 56-68 | 75-100 
F 50 64-78 | 62-100 
G. C.N. M | 55 70-78 74-88 
F | 19 57-69 62-114 
M.C F | 19 61-71 | 70-100 
F 26 66-78 | 66-96 
ct bad GA F | 28 62-68 64-94 
@ is | 
M.W F | 46 65-74 62-99 
Me ihe. M | 70 56-66 56-84 
M 65 68-74 | 68-94 
M 36 60-72 | 56-88 
A. K. F 70-74 | 62-88 
60-68 56-88 
| M | 40 60-64 62-110 
F 28 56-68 58-100 
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: low rates below 50), there is no apparent reason to consider them 


pathological. 
The second noteworthy point in the data in Table | is seen in a com- | 
: parison of the average pulse-rates in the two sexes. It has been generally ~ 


supposed that the heart-beat in women averages somewhat faster than _ 
that among men. Peterson and Walter‘ estimated the normal rate in man 
as 66 and that in women as 74. 

The wide variations in the pulse-rate in different normal individuals 
and the considerable range of those rates in some make it seem of minor 
interest to calculate a general average rate in either sex. A more reason- 
able basis of comparison would seem to be the average maximal rate 
and the average minimal rate in the two groups. When these values were 
computed from the data presented in Table I, it was seen that the cor- 
responding averages were only slightly different in the two sexes. Thus 
the average minimal rates in the twenty-eight men and the thirty-four 
women were, in the men 62.2, in the women 62; while the average maxi- 
mal rates were, in the men 72.3, in the women 73. 


A third point of interest, especially to the cardiologist, in the pulse- 


records of these successfully treated food-allergic persons is the narrow- 
ing of the daily range of the pulse-rate with a lowering (marked in many 
cases) of the maximal rate, that invariably followed the elimination of 
the identified allergens from diet and environment. 


Every physician is acquainted with cases of abnormally high pulse- 
rate, where careful examination fails to detect signs of organic heart 
disease or endocrinal disturbance. In such cases the physician has to 
content himself with such a diagnosis as “nervous heart.” It will appear 
from the data presented in this paper that cases of this type will merit 
scrutiny for possible identification of this symptom as food-allergic. 


— 


In an earlier discussion of the nonallergic pulse-rate? was presented a 
six-month record of the daily maximal rates in patient Mrs. E. B. That 
record contains a few instances of the pulse-accelerating effect of al- ; 
lergenic foods (cane-sugar, banana) and it contains several instances of 
the effect—accelerating or slowing—of the menses upon the pulse-rate in Sn 
this patient. However, the most remarkable feature of the record is the . 
stability of the normal pulse-rate that is revealed. This stability is a ; 
7 valuable indicator of the diagnostician’s success in identifying and elim- | 


inating all of the excitants of nonreaginic food-allergic disease in the _ 
patient’s diet and environment. 


Patient Mrs. E. B. continued recording the daily fourteen counts, with 
few interruptions, throughout another eight months, always avoiding 
allergenic foods and remaining completely free of food-allergic symp-  _ 
toms. The daily maxima in that period are shown in chart 1. The 
characters of the nonallergic pulse seen in the first period appear in the 
second. There are the accelerating and the slowing (October 31 to No- 
vember 6) effects of the menstrual period. There is also the stability, 
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but at a slightly lower level after July. Previously the maxima had lain 
regularly between 58 and 60, but they gradually sank to a regular varia- 
tion between 57 and 58 with only an occasional 56 or 59. At this time 
the body-weight increased several pounds and the patient reported that 
she was feeling particularly well. 
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Chart 1. The daily maximal pulse-rate (each dot indicates the maximum 
- for the respective day) in Mrs. E. B. from April 6, 1942, to December 5, 
1942, m = menstrual period; figures 104-109 = body weight. Spaces wnere 
dots are missing indicate that pulse-rates were not recorded on those days. 


The second pulse-record of Mrs. E. B., like her first, contains internal _ 
evidence, in its consistency, of the dependability of her pulse-counts. 
Some critics have raised this latter question in fundamental objection to 7 
the whole diagnostic method. One of these would refuse to consider any 
such data that had not been obtained from electrocardiograms ! 
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. . . - . . . 
I:vidently the practical application of the diagnostic method described 
_ elsewhere is ordinarily possible only if the patient can be taught to count 
the pulse. Of course, there are exceptions, as in the very ill, who are 
under constant medical attention, or in young children. However, it is 

uncommon to encounter persons who cannot qualify in this respect. 


SUMMARY 


1. Extended observations of the pulse-rate in normal (non-allergic ) 
persons and in allergic persons who have controlled their symptoms 
through avoidance of all allergic excitants reveal similar characters of 
the rate in the two groups. The range of the pulse-rate in the two 
groups is narrow, and it is constant in the individual, though of variable 
level in different individuals. 


2. The pulse-controlled dietary course in subjects of familial non- 
reaginic food-allergy offers a means of reducing the abnormally high and 
excitable pulse to one showing the normal characters just mentioned. 


3. The normal adult human pulse-rate seems not to show any distinct 
differences referable to sex. mae oY, 


SU MARIO 


1. Por lo general, se dice que después de los observaciones extensas del 
pulso en personas normales (no-alérgicas) y en las personas alérgicas 
quienes han sabido controlar sus sintomas por la evasion de todos los esti- 
mulantes alérgicas revelan semejantes caracteristicas del pulso en los dos 
grupos. La duracion de la palpitacidn del pulso en los dos grupos es 
limitada, y es constante en un individuo, aunque en diferentes individuos 
las elevaciones sean variables. 

2. Un curso de dieta que controla el pulso en sujetos de familias que 
tienen no reagina alergia alimenticia ofrece un medio de reducir normal- 
mente el pulso elevado y excitable, a un pulso demonstrando las caracter- 
isticas normales ya dichas. 

3. El pulso normal de unadulto humano no parece demostrar ninqunas 
diferencias distintas pertinetes al sexo. 
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DIAGNOSIS AND TREATMENT OF FOOD ALLERGIES THROUGH 


PROPEPTANS 
ERICH URBACH., M.D., F.A.C.A. 
Philadelphia, Pennsylvania 


Tue diagnosis and treatment of food allergies are far from satis- 
factory. This situation may be improved by the use of type-specific food 
digests called propeptans. Before entering upon a discussion of the diag- 
nostic and therapeutic significance of these preparations, it may be useful 
to present a brief outline of the scientific basis of this mode of treatment. 


I. THE NATURE, CHEMISTRY AND TYPE-SPECIFICITY OF THE PROPEPTANS 


In 1908, Besredka* demonstrated, in a series of animal experiments, 
that the oral administration of minute quantities of an anaphylactogenous 
substance, in the first place, can achieve temporary protection against 
anaphylactic shock that would otherwise be expected to make its appear- 
ance; and, secondly, that the anaphylactic state can be permanently elim- 
inated by continued administration of this treatment. Besredka then 
coined the term “anti-anaphylaxis” to designate the state produced by 
this specific action. The findings reported by Besredka were subse- 
quently confirmed and enlarged upon by Richet®! and Grineff.'° Lambert, 
Aucel and Bouin" called this kind of protective treatment “skeptophy- 
laxis” (from the Greek sxnzte¢, “stroke of lightning,” and ¢vAa«&ig, 
protection”). Champy and Gley® named it tachyphylaxis (from the 
Greek tayi¢, “rapid,” and gvAa&is, “protection’’). 

In addition to this specific skeptophylaxis, it was later learned that 
there was also such a thing as a non-specific skeptophylactic effect. Auld! 
and Dale’ found that Armour- or Witte peptones, administered subcu- 
taneously, intramuscularly and intravenously, bring about a non-specific 
reduction in sensitivity. Auld,* in particular, recommended peptone ther- 
apy as a non-specific hyposensitization method in human allergies, notably 
in asthma. 

However, the latter method of treatment quite frequently failed to 
obtain results in food allergies. Moreover, parenteral peptone therapy 
is not entirely without danger to the patient because of the possibility of 
sensitization, and even of a peptone shock (Roskam,” Vallery-Radot, 
Blamoutier and Claude,** Chiray®). Therefore, Pagniez and Vallery- 
Radot*' tentatively undertook the treatment of allergic diseases based on 
hypersensitiveness to food, by means of the non-specific skeptophy- 
lactic approach involving the oral administration of peptone. In_ this 
manner they did indeed obtain satisfactory results in some cases of urti- 
caria, lichen urticatus and angioneurotic edema, in which intravenous 
and intradermal peptone therapy had been of no avail. While subse: 


From the Department of Allergy, Tewish Hospital. Expenses for this work were defrayed 
in part by a grant from the Allergy Research Foundation, Philadelphia, Pennsylvania, 
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quent trials w ith orally administered peptone produced good therapeutic a 
results in a number of instances (Widal, Abrami and Brissaud), Auld? 

and then notably Luithlen*S reported many failures with this method. ' 
Results proved to be more satisfactory, however, when Auld prepared 


his own peptones of animal and vegetable origin, and combined the two. 


TABLE 1. NITROGENOUS CONSTITUENTS OF 
PROPEPTANS 


| Beef | Egg 7 
= 


Total N 15.20 | 8.16 
Water Soluble N 


15.18 | 8.15 


Water insoluble N 0.02 | 0.01 


Acid precipitated N - » a None | None 


Proteose N | 10.85 6.32 
| 
Subpeptone and simple peptid N 0.22 | 0.18 


Amino acid N 2.28 | 
Percentage of Soluble Nitrogen as— | 


Proteose 


43 Peptone 


Subpeptone and simple peptid 


Amino acid | 15.0 


Luithlen'* was the first to realize that the inadequate results were due to 
the lack of specificity of the usual commercial peptones. He, therefore, 
rightly inferred that a strictly specific allergy to cow’s milk, for example, 
could not be combated with a meat peptone; and consequently under- 


took the preparation of various animal and vegetable type-specific peptones. 
Luithlen never had the opportunity to prove experimentally the fact that, 
in cases of specific hypersensitiveness to protein, only type-specific pep- 


tones, administered orally, are capable of exerting specifically skeptophy- 
lactic action and of producing permanent de-allergizatiou; for shortly 
after publishing the highly significant results of his investigations, he 
became gravely ill and soon died. 

1-34 was able to demonstrate the strict 
specificity of the food digests which he called propeptans. Moreover, he 
established that these preparations are useful for diagnosis of food allergy 
in addition to their value in treatment. In this way a temporary de- 
allergization is achieved which will become permanent if therapy is con- 
tinued for two or three weeks. Lasting cures were achieved by the author 


The writer, in a series of studies, 
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in more than 800 patients with food allergy. They include cases ot 
gastro-intestinal allergy, urticaria, angioneurotic edema, dermatitis, 
asthma, rhinopathy. migraine, et cetera, in which foods could be proved 
to be the causative allergic factor. 


Propeptans are preparations derived from the individual proteins 


as 


\ 
\ 


av 
\ 

a 

b c d 


Fig. 1. Tracing demonstrates the type-specificity and skeptophylactic protection of 
the propeptans by the Schultz-Dale method. Guinea pig uterus allergized to egg 
propeptan, No. 480, September 17, 1943. 

through digestion by hydrochloric acid, pepsin and trypsin. They are 
composed of proteoses, peptones, subpeptones, simple peptides and amino- 
acids. As an illustration of their chemical composition, two analyses are 
presented (Table I). They show that the propeptans do not contain native 
protein (demonstrated by the absence of acid precipitated nitrogen) as 
do the commercial peptones. They are made up mainly of proteoses, small 
amounts of peptones, subpeptones, simple peptides and amino-acids. 


Further details on the chemical composition of the propeptans will 
shortly be contributed in a paper by Urbach, Jaggard and Crisman.*° 

In view of the theoretical as well as practical significance of the pro- 
peptans’ strictly specific action, it seems necessary to submit experimental 
proof of the latter, and of the skeptophylactically protective action of the 
propeptans. 

With the aid of the Schultz-Dale experimental procedure, we*® were 
able to show (Fig. 1) that the uterus of an animal sensitized to egg 
propeptan is specifically hypersensitive, that it reacts neither to the sub- 
stance from which the chicken’s egg propeptan is originally derived, 
namely—egg white [a], nor to the propeptan derived from the muscle tissue 
of the same animal (chicken meat propeptan [b]) ; needless to say, there- 
fore, it fails to react to propeptans derived from any other species of 
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- animal (e.g., milk-propeptan [c]), but reacts only and exclusively to the 
type of protein with which it was sensitized (egg-propeptan [d]). It 
_ was further observed, in the course of these experiments, that after an 
exposure of ten minutes’ duration to the effects of the egg-propeptan, the 
specific reactivity of the uterus is exhausted; with the result that a second 


TABLE II. SKEPTOPHYLACTIC PROTECTION WITH ORAL EGG-PROPEPTAN OF 
GUINEA PIGS ALLERGIZED BY EGG WHITE ORALLY 


Amount | ; Amount of Egg white 
of Clinical Time | used to induce ana- 
Egg propeptan Picture Interval | phylactic shock Clinical Picture 
| 


Egg propeptan 
.2 Gm. 


free | i.v. lactic shock after 
+Glycyrrhizin | | one minute 
0.2 Gm. 


Symptom-} 12 hours Egg white 0.5 c.c. Death in anaphy- ; ; 


Egg propeptan |Symptom-| 66 hours | Egg white 0.5 CC. Symptom- free 7 
0.2 Gm. free 
| 
| 


+Glycyrrhizin 


0.2 Gm. 
exposure [e] brings on what is known as the specific neutralization phe- 
nomenon, while the uterus’ non-specific reactivity to pituitary extract 


[f], for example, is preserved. This constitutes conclusive proof of the 
antigen- or type-specificity of the propeptans, and establishes both ex- 
perimentally and theoretically, the basis of propeptan treatment and of 
diagnosis with the aid of propeptans. 

In order to prove that this therapy is based on the skeptophylactically 
protective action of type-specific propeptans, the writer demonstrated in 
an extensive series of animal experiments that when appropriately timed 
and in suitable quantities, the intravenous, subcutaneous or oral adminis- 
tration of egg propeptans to animals previously sensitized to egg white 
is capable of protecting these animals against otherwise certain death by 
anaphylactic shock. As an illustration, we submit the experimental pro- 
cedure shown in Table II. This corresponds to conditions of sensitiza- 
tion in human beings: allergization with egg white administered by 
mouth; protective action achieved by the oral administration of hen’s 
egg propeptan, when the latter is ingested sixty-six hours previously ; 
death in anaphylactic shock, on the other hand, when chicken-meat pro- 
peptan is used instead of chicken’s egg-propeptan. 

Conditions in animals and in human beings differ only with regard 
to the time factor. Since guinea pigs feed uninterruptedly, and since it 
is impossible to keep their stomach empty even by withholding food for 
one or two days, the propeptan must be given about sixty-six hours in 
advance, in order to achieve the desired protective action; the skepto- 
phylactic effect does not manifest itself when the propeptan is given at any 

time less than twenty-four hours beforehand. On the other hand, 
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man the stomach empties in three or four hours and, 

propeptan should be given forty-five minutes before the meals. 
The results of the skeptophylactic animal experiments, as well as_ : 

results obtained with the Schultz-Dale experimental procedure, together — 

with numerous clinical observations, demonstrate that the protective ac- — 

tion of the type-specific propeptans is based on the principle of specific 

anti-anaphylaxis. 

_ TABLE III, EFFECT OF ADDITION OF SAPONIN ON DEGREE OF ENTERAL 

ALLERGIZATION OF GUINEA PIGS 7 


Concentration of 


Enteral Allergization Interval Allergen Clinical Manifestations 
(Feeding of 0.1 Gm. of egg (Dilution of egg 
white for seven days) white necessary for js 


elicitation of ana- me. 
lc.c. doses) 


Egg white alone 1:10,000 Fatal anaphylactic 
shock 
2 weeks after | 1:100,000 Slight pruritus 
last previous | 1:10,000,000 No symptoms : 
ingestion 
Egg white +0.1 Gm. of 1:100,000 Fatal shock 
glycyrrhizin each day 1:10,000,000 Fatal shock 


Nadel*® undertook an exhaustive experimental investigation of ro 
question and concluded that the oral administration of partially digested 
protein for skeptophylactic purposes, as in the case of propeptans, is 


well founded, both theoretically and experimentally. 
In addition to establishing these principles, there is another point 
that warrants consideration here. In order to make the smallest possible 
amount of propeptan per capsule suffice, we have added the saponin 
glycyrrhizin. This reduces the surface tension of the intestinal mucosa 
which thereby becomes much more rapidly and extensively permeable, — 
thereby increasing absorption (Table IIT). 7 

The following case history will serve as clinical experimental demon- a 
stration of the strict type-specificity of the propeptans: <a 

Edith D., aged twenty-seven, had been suffering, since the age of four, from a 7 
recurring neurodermatitis of face, neck, and arms that gave practically no re- 
sponse to treatment. When questioned, the patient stated that she had been— 
unable to eat eggs for several years, because eggs invariably made her feel nau- | ; 
seated. Moreover, she observed that a strong local skin inflammation developed — 
after she accidentally touched her eyelids with fingers that had come into contact 
with egg white in the kitchen. 

The patient’s statement as to the allergic skin response to hen’s egg protein was 
readily confirmed experimentally. While the application of egg white to a clinically 
normal skin area evoked no objective or subjective manifestations whatsoever, ap- 
plication of the same substance to a skin area presenting neurodermatitic changes — 
(the upper eyelids, for example) brought on a severe reaction after some twenty _ 


minutes (Fig. 2). This reaction, which was accompanied by extremely intense _ 
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pruritus, consisted objectively of swelling of the skin and of such marked con- 
junctival injection that the lids were narrowed and there was profuse tearing, — 
while severe coryza manifestations also made their appearance. This hypersensitive-— 
ness was strictly type-specific; in other words, raw goose- or duck-egg white, 
horse s¢rum, et cetera, failed to elicit any response. 


EFFECT OF PROPEPTAN IN A CASE OF NEURODERMATITIS 


Fig. 2. Erythema and edema of eye- Fig. 3. Same patient, erythema and 
lids produced by deliberate contact with edema prevented by administration of 


egg white. 0.2 gram egg-propeptan, forty-five min- 
utes before contact with egg white. 


However, when the patient was given two capsules of hen’s egg propeptan by mouth 
forty-five minutes pricr io the application of egg white to the eyelid, there ap- 
peared, with the exception of mild itching, no manner of objective or subjective 
manifestation, either on the part of the skin or of the mucosa (Fig. 3). 


The type-specificity of the propeptans is best illustrated by the fact 
that not even chicken-meat propeptan was able to exert protective action 
with regard to preventing the appearance of reddening, swelling and 
itching in the area to which the allergen had been applied. 

This example clearly shows, since we are not obliged to rely on the 
patient’s statements, but were able to observe the reactions on the part of 
the skin and the mucosa, how strictly type-specific the employed propep- 
tans are; and also underscores the necessity for employing only homolo- 


gous, type-specific propeptans when dealing with a case of specific 
hypersensitiveness. 


ae. IDENTIFICATION OF THE CAUSAL FOOD ALLERGEN BY MEANS OF A 
TYPE-SPECIFIC PROPEPTAN DIET 


~ How is the presence of a food-allergy to be determined? Surely not 
by means of cutaneous or intracutaneous tests. It has been very often 
demonstrated that a positive cutaneous reaction is very commonly non- 
specific, as seen by the fact that elimination from the diet of the food 
item which elicited positive reaction is not followed by any improve-_ 

ment in the patient’s condition. On the other hand, a food can fail to 7 
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elicit a reaction when applied in a skin test, while regularly evoking a 
manifest response (e.g., an urticarial attack) when given by mouth. 

Three approaches have been elaborated for the identification of the 
responsible food item: the trial diet, the elimination diet and the specific 
propeptan diet. 


(1) Trial Diet—With nothing but water and sugar to begin with, one 
food item at a time is added to the diet until the offending food or foods 
are discovered. The trial diet, therefore, is a test that can be performed 
readily enough on almost any ambulatory individual. The method, how- 
ever, will be rejected by many patients, notably by persons engaged in 
strenuous work and by mothers of feeble children, since it creates a 
certain degree of undernutrition and gives the patient a feeling of 
hunger. 


(2) Elimination Diet.—It is often possible by means of elimination 
diets (Rowe) to discover the identity of the allergenic food or foods. 
On the other hand, the elimination diet method has certain definite dis- 
advantages: (1) each diet must be maintained from seven to ten days; 
(2) in practice it is not readily feasible (even if only because of financial 
considerations) to prepare a diet totally excluding the foods most com- 
monly consumed; (3) a most important drawback—if one of the diets is 
not tolerated, one cannot know which of its ten constituent foods are 
the causative agents. 

The advantage of the elimination diets over the trial diet consists in 
the fact that, during the search for the allergen, the patient can be kept 
on an adequate and relatively varied diet. In order to combine this ad- 
vantage with those of the trial diet, chiefly the saving of time, the 
writer has suggested the specific propeptan dict for identifying nutritive 
allergens. 


(3) Specific Propeptan Diet—The term propeptan diet designates the 
procedure in which the protein contained in each individual food is 
“neutralized,” so to speak, by the proper administration of type-specific 
propeptans. Propeptans (see above) are protein derivatives obtained 
from individual animal and vegetable food proteins by digestion with 
hydrochloric acid, pepsin and trypsin. While their allergizing effect is 
attenuated by this chemical action, they still retain the specificity of the 
corresponding proteins. 

In practice the propeptan diet is carried out by giving the patient only 
those foods for which propeptans are available.* 

It is essential that the propeptan capsules} be administered forty-five 
minutes before the next meal. Because they are effective only when taken 


*The following thirty-four propeptans are available: meats—beef, lamb, pork, veal; chicken; 
flounder; dairy products—cow’s milk, American cheese; eggs—egg white, egg yolk; cereals— 
corn, oat, rice, rye, wheat; vegetables—asparagus, bean (baked, lima, string), cabbage, carrot, 
onion, pea, potato (white), spinach, tomato; fruits—apple, grapefruit, orange, strawberry; nuts— 
peanuts; beverages——cocoa, coffee; yeast-—-baker’s yeast. 

+Propeptans are manufactured by Dalare Associates, 2300 Locust Street, Ph ladelphia, Pa. 
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on an empty stomach, meals must be given at intervals of at least four 

hours. Small children may be fed at intervals of three hours, thus giving 

them from four to five meals daily. If the intervals between meals are 
too long for the patient, he may be given lumps of sugar now and then 
between meals. 

— Technique.—One propeptan capsule is taken with water exactly forty- 
- five minutes before the next meal. In cases of extreme hypersensitiveness 
to a certain foodstuff, it may be necessary to ascertain the tolerance to 
_ the propeptan by giving one tenth or less of the contents of a capsule. 
it is absolutely essential that all the protein foods included in the meal 
_ should be “neutralized” by the. appropriate propeptans. Thus, it is not 

enough to give merely beef propeptan, for instance, before beef is eaten, 

because a meat dish may contain a number of other ingredients, such as 
- flour, egg, onion or spices, depending on whether it is stewed, breaded, 

fried, or prepared otherwise. If propeptans for these ingredients are 
available, they must be administered simultaneously with the meat pro- 
— when the propeptans are not available, such ingredients may not 

be included in the preparation of the dish. In regard to bread, it is im- 
_ portant to consider whether more than one type of flour was used in its 
manufacture. Since ordinary rye bread is made from both rye and 
- wheat flour, the propeptans for both have to be administered. When 
_ butter is given, a milk propeptan is indicated; for lard, a pork propeptan. 
~ When vegetables are served, the corresponding vegetable propeptans must 

be given, and due consideration must, of course, be given to the various 
items used in preparing the dish (type of fat, flour, spices). It is not 
_ possible to give here all the instances in which protein items occur in 
_ masked form in various dishes. 

At this point it should be expressly noted that the propeptan diet method 
_can be successful only in cases of hypersensitiveness caused by some 
_ protein. For, as demonstrated by Urbach and Willheim,*" propeptan 
_ therapy can be of no avail in hypersensitiveness to carbohydrates, fats, 

salts and acids. Consequently when the allergic manifestations do not 
aaa following meticulous adherence to the rules of the propeptan diet, 


7 but when both the history and the clinical observations indicate the pres- 


4 


ence of a food allergy, one must resort to the trial diet. ae 


re Example of Propeptan Diet.—I\t will be seen from Table IV that as 
many different propeptan capsules have to be taken before a meal as there 
are proteins in the foods. Thus, in the example given, five different pro- 
_ peptans are taken before breakfast, five before lunch, and seven before 


dinner. 


If symptoms are only partially controlled, the desired effect can be 
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achieved by increasing the dose to two or three capsules for the suspected 
allergen. 

When the objective and subjective disease manifestations show distinct 
improvement within three days (following strict adherence to the pro- 
peptan diet), the diagnosis of food allergy may be regarded as estab- 


TABLE IV. EXAMPLE OF A SPECIFIC PROPEPTAN DIET 
Time Propeptans Time Meal 
8:15 A.M.| Tomato, oat, rye, milk, coffee | 9 A.M. | Tomato juice, oat meal, rye 
bread and butter, coffee 

12:15 A.M.| Chicken, wheat, corn, cocoa, 1 P.M. | Chicken sandwich on white 
milk bread, corn, cocoa 

6:15 P.M.) Beef, pea, potato, apple, wheat,| 7 P.M. | Roast beef, pea, potato, apple 
grapefruit, milk pie, grapefruit, milk 


lished. In order to ascertain the identity of the food allergen or allergens, 
one eliminates a different propeptan every day (e.g., spinach, carrot, wheat 
propeptan), but continues to give the corresponding food. When, fol- 
lowing this procedure, for example—following ingestion of white bread 
without preliminary propeptan administration, itching, urticaria, et cetera, 
reappear, the patient is again given white bread the next day, preceded 
by the appropriate type-specific propeptan; if this again prevents the 
appearance of the manifestations, the identity of one causal food has been 
clearly established. Nevertheless, further tests must be made with all 
the foods included in the week’s diet, to ascertain whether or not each one 
of them is tolerated. 

In order to make it easier for the patient to adhere strictly to the rules 
of the diet and for the physician to detect any possible mistakes, we make 
it a practice to give the patient prepared sheets on which he is to list the 
foods he has taken, the propeptans he has used, and the exact time the 
food and propeptans were ingested. It is imperative that the physician 
closely supervise the propeptan diet, since experience has shown that 
errors are very likely to be committed. 

As the cost of the complete propeptan diet may be prohibitive in some 
instances, the writer elaborated the so-called limited propeptan diet 
method. The latter differs from the former only in that a smaller number 
of food items is involved, so that the patient requires only a few types 
of propeptans. A limited propeptan diet is composed, for example, of 
only wheat, milk, egg, beef, spinach and potatoes, with the corresponding 
propeptans. 

By the withdrawal of one of the propeptans every second day, while 
the corresponding food is still ingested, hypersensitiveness to any one 
or more of the foods in question can be detected. After this procedure 
has been completed, the presence of other nutritional allergens may be 
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ascertained by adding a new foodstuff daily without the corresponding 
propeptan. The sudden appearance of allergic manifestations will direct 
suspicion to the food item most recently restored to the diet. 


OUTLINE OF PROPEPTAN THERAPY 
IN A CASE OF EGG HYPERSENSITIVENESS 


Egg 
Propeptan 
Capsules 
(0.1 Gm. 
each) 


Amount 
of Egg 
(45 
minutes 
later) 


Symptoms 


8th 
9th 


10th 


1th | 
12th | 
13th 
l4th 


15th | 


Further| 
daily 


0 


| None 


Rhinorrhea, diarrhea 


Slight wheezing 


None 


None 


Rhinorrhea. wheezing 
None 
Slight wheezing 
None 
None 
None 
None 
None 
None 


None 


Ill. 
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ORAL TREATMENT. WITH FOOD PROPEPTANS 


i There are three ways to combat a case of hypersensitiveness to food. ‘ 
. The first and simplest consists in the elimination of the food item 
identified as the causal agent, provided the food is one that is infrequently 


consumed. 
— A second method of treatment consists in hyposensitization by means — 
of gradually and very slowly mounting doses of the allergen, adminis- 4 
'* tered orally. This method is, in itself, quite good; but it is not very easy a 


to carry out in practice, since it demands a certain degree of individualiza- 
tion, and also takes many weeks. 
The third method of treatment—type-specific propeptan therapy—is 
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above ). 


(1) Specific Propeptan Therapy.—After the identity of the food al- 
lergen or allergens has been established, de-allergization* is undertaken 
in the following manner. The patient is told to eat once daily those 
foods that the propeptan diet, trial or elimination diet, has revealed to be 
responsible, and at the same time is given the corresponding type- 


TABLE VI. OUTLINE OF PROPEPTAN THERAPY IN A CASE OF HYPERSENSITIVE- 
NESS TO WHEAT, MILK, EGG, AND SPINACH 


Time Propeptans | Time Diet 


8:15 A.M.) Wheat, milk 


| 9 A.M. | Cream of wheat, coffee, white 
af bread with butter, orange juice 
12:15 A.M.) Wheat, spinach, milk | 1M. | Veal sandwich, spinach, coffee 


| 7 P.M. | Ham and eggs, potato, milk, 
white bread 


6:15 P.M.) Egg, wheat, milk = 


specific propeptans ; each capsule contains 0.1 Gm. of propeptan plus 0.02 
Gm. of glycyrrhizin. These capsules should be taken exactly three- 
quarters of an hour before each meal; it is utterly useless to administer 
the propeptans on a full stomach; therefore, there must always be an in- 
terval of at least four hours between meals (three hours in the case of 
small children). During these intervals, nothing but small quantities of 
water and perhaps some sugar may be consumed. In cases in which one 
capsule is not sufficient to control the symptoms, or if large quantities 
of the given food are eaten, two or more capsules should be taken at 
each dose for a few days (Table V). 

In cases of hypersensitiveness to several foods, all of the corresponding 
propeptans must be given: for example, one or two tablets of wheat, 
egg and spinach propeptan, when the hypersensitiveness is known to be 
directed against these three food items (Table V1). 

The time required to achieve complete de-allergization varies from 
case to case, the average being somewhere between two and three weeks. 
Propeptan treatment is to be continud faithfully until the food to which 
the patient formerly reacted is tolerated without the preparatory adminis- 
tration of the propeptan. 


(2) Polypropeptan Therapy.—In order to simplify the technique for 
the patient and to reduce the cost, a mixed propeptan, called “polypro- 
peptan,” has been prepared. Each capsule of this polypropeptan contains 
0.05 Gm. of twelve different type-specific propeptans (beef, chicken, egg, 


*For definition of the term ‘‘de-allergization” in contradistinction of ‘‘hyposensitization,” see 
the Textbook on Allergy by E. Urbach.® 
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: milk, int, oat, potato, spinach, pea, string bean, tomato, apple) plus 
0.05 Gm. glycyrrhizin. 

The chief advantage of polypropeptan therapy over that with individual 
specific propeptans is that by taking three of these capsules the patient 
is permitted to eat anything within the limits of the twelve food items; 
and he is thus freed from worrying about having eaten something against 
which he was not, perhaps, duly protected. 


_ TABLE VII. SCHEME OF A POLYPROPEPTAN THERAPY | 


Time Dosage | Time Diet 
7:15 A.M. | 3 capsules 8 A.M. Tomato juice, wheat cereal, milk, bread and 
butter 
11:15 A.M. | 3 capsules 12 noon Chicken sandwich, milk, applesauce 
5:15 P.M. | 3 capsules 6 P.M. Beef, potatoes, string bean, peas, custard, 
apples 


In practice, the polypropeptan treatment proceeds in the manner shown 
in Table VII. When there is good reason to suspect the presence of a 
food allergy in a given case, and the identity of the possible allergen 
need not necessarily be ascertained, the patient is given two or three poly- 
propeptan capsules exactly forty-five minutes before the mealtime. The 
diet may consist, at the patient’s choice, of any of the twelve food items 
listed above. Since the capsules are inefficacious unless taken on an empty 
stomach, intervals of at least four hours must be maintained between 
meals (in the case of small children three hours). During these intervals 
no food or liquid is to be taken except a small amount of water or a 
few sips of sugar water, if desired. 

It takes longer in some cases than in others to achieve permanent 
de-allergization. The average period of treatment is three weeks. The 
patient is to be instructed, therefore, to adhere meticulously to the poly- 
propetan routine for about this time. When the patient is completely free 
from all manifestations, he may be permitted gradually to decrease the 
dose to two capsules, then one capsule for a few days. Then he may omit 
the polypropeptan before lighter meals (e.g., breakfast or a small lunch), 
until finally he may be allowed to take his regular meals (restricted to 
any of the twelve food items) without previously taking his capsules. If 
he remains asymptomatic, he is then to add a new food to his diet every 
second day. This is necessary because foods other than the twelve con- 
tained in his diet may also be allergens. 

In order to arrive at a more varied diet more rapidly, the following 
procedure may be employed. If the patient is free from manifestations 
after one or two weeks of polypropeptan treatment, he may add one new 
food every other day to his diet while still taking the polypropeptans. 
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Should allergic phenomena appear, it means that the most recently added | 
food is an allergen. This can be dealt with either by elimination from — 
the diet or by having the patient take the corresponding specific propeptan 
(e.g., orange propeptan) in addition to the polypropeptan. 


1 Numerous authors have used propeptans in the treatment of food 
allergies and reported good and permanent results (von Eiselsberg,S von | 
Eiselsberg and Kauders,® Hauramoto,'' Hecht,’? Herrmann,’*® Hopkins, 


Waters and Kesten,’* Kaemmerer,!’ Kitamura,'® Markin,!® — 
Reiss,?* Rusten,?* Senn,?* Shay,?* Singer,?® Ulrich,*° Urbach**). 


> 

IV. SOURCES OF ERROR IN PROPEPTAN THERAPY ; 
Failure to achieve success with propeptan therapy is not necessarily to 
be blamed on the method itself. First, failure to respond to this treatment i 
may indicate that the presenting hypersensitiveness is not directed against 
any food; second, the case may well be one of food hypersensitiveness in — 
which, however, the allergen is not of protein origin (as mentioned - 
above, a hypersensitiveness to carbohydrates, fats, acids and salts can be 
ascertained only by means of an elimination diet). But in addition to all 
this, it must be stressed that cases of unusually high-grade hypersensitive- 
ness often require several times the normal propeptan dosage, to show any 
marked improvement. Moreover, it must be pointed out in this connec- 
tion, that even after de-allergization has been achieved, ingestion of large 
quantities of the food to which the patient was formerly hypersensitive 
may bring on a recurrence of the intolerance. 
’ Furthermore, propeptan treatmment must really be administered most 
painstakingly. One of the chief causes of failure is to be found in the 
' not uncommon mistake of taking the propeptan only before the day’s 
] principal meal. The patient must not be permitted to ignore the impor- 
tance of the foods he takes between meals (e.g., milk, ice cream, choco- 
late, candy) ; or the fact that there are traces of egg in rolls. We could 
give countless examples of the ways the presence of protein was ignored 

or overlooked, and of cases that were promptly cured when the protein- 
containing food item was either eliminated from the diet or properly 
dealt with by means of strict adherence to propeptan therapy. 

Lastly, the predisposing factors, which pave the way for the hyper- 

sensitiveness in the first place, must be looked for and combated. This 
category includes: 


(1) Damage to the gastro-intestinal apparatus.—The following four 
factors are likely to facilitate the absorption of unaltered or inadequately 
digested protein: (a) ingestion of excessive quantities of food; (b) in- 
adequate secretion of the digestive juices, notably a marked insufficiency 
or absence of hydrochloric acid; (c) lesions of the stomach or of the 
intestinal mucosa, brought on spontaneously by infections (enteritis, coli- 
tis or by the constant use of irritants (alcohol, coffee, et cetera) ; 
(d) chronic constipation and intestinal sluggishness. 
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(2) Inadequate detoxification on the part of the liver. 


(3) Functional endocrine disturbances, notably of the ovaries and 
thyroid. 


(4) Infectious diseases. These include both the acute, infectious dis- 
eases (colds, bronchitis) and chronic infectious conditions in the teeth, 
sinuses, prostate, appendix, gallbladder, ovaries. 


(5) Psychic factors—Needless to say, the discovery and treatment 
of these underlying disturbances are of especial importance; for, when 
only the food allergy is eliminated and the causal factors are permitted to 
remain, the hypersensitiveness is always likely to recur, possibly directed 
against another food the next time and even under an entirely different 
clinical picture. 

SUMMARY 


Propeptans are protein derivatives obtained from individual animal and 
vegetable food proteins by digestion with hydrochloric acid, pepsin, and 
trypsin, which, however, retain the specificity of the corresponding 
proteins. 

Propeptans are of value both in diagnosis and in treatment of food 
allergy. 

Identification of the responsible foods can be readily achieved by the 
propeptan diet, i.e., by giving type-specific propeptans forty-five minutes 
prior to the corresponding foods. If the objective and subjective mani- 
festations are relieved by this diet, withdrawal of one of the propeptans 
every second day, while the respective food item is still ingested, will 
detect hypersensitiveness to any one or more of the nutritional allergens 
in question. 

After the identity of the food allergen has been established, specific 
propeptan therapy will de-allergize a patient with an average food sen- 
sitiveness in two or three weeks. 

If the offending foods have not been determined or it is felt that it 
is not essential that they be known, a polypropeptan regime may be in- 
stituted. Polypropeptan is a mixture of twelve specific food propeptans 
and protects, therefore, only against these twelve specific food items. 


SUMARIO 
“Propeptans” son derivativos de proteina que se obtienen de un animal 
- individual y de un alimento vegetal por la digestion con el acido hidroclor- 
ico, pepsina y tripsina; los cuales, sin embargo, retinen la especifidad de 
las proteinas correspondientes. 
“Propeptans” son valiosos en ambos para el diagnéstico y el tratamiento 
del alimento alérgico. 
La identificacidn de los alimentos responsables pueden ser facilmente 
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“dieta propeptan” por ejemplo, administrando “‘propep- 
de tipo-especifico cuarenta y cinco minutos antes de los alimentos 
Si las manifestaciones objetivas y subjetivas se alivian 
“propetans” especificos cada 


dos dias, entre tanto el alimento respectivo mientras se ingiera. Esto, 
i manifestara la hipersensibilidad a uno o mas de éstos alergenos en dieta 
que estén en duda. 


Después de 
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la identidad del alimento de los alergenos que se haya 


establecido, el tratamiento especifico de “propeptan” dealergizara a un pa- 
ciente con la cantidad normal de sensibilidad de alimento en dos o tres 
semanas. 

Si los alimentos alérgicos no han sido determinados 0 se cree que no es 
esencial el saberlos, luego, un sistema “‘polypropeptan” quede ser institutido 
“polypropeptan” 
y por lo consiguente proteje sdlo contra estos doce alimentos especificos. 


una mescla de doce “propeptan’”’ de alimentos especificos — 
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Epiror’s Note: The propeptan principle presented herewith can be applied with 
certain reservations to the trial diet recently suggested by Harvey Black, M.D., in 
the International Correspondence Club Letters, which is a modification of the 
Andresen diet. When applying this principle, it must be remembered that propeptans 
are type-specific. 
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FOOD ALLERGIES AND VITAMIN C 


By Harry N. Holmes, Ph.D., Oberlin, Ohio 

In a previous paper* I reported the successful results of treatment of hay fever 
by daily administration of at least 200 mg. or even 500 mg. or more of vitamin C 
during the pollen season. Although only twenty-five cases were then reported, a 
great many more have since been added to the list. The same high percentage of 
success was observed. Many physicians codperated. Critics who complained of a 
lack of controls failed to note in the report that the sixteen patients given only 100 
mg. for the first week reported little or no gain. These were excellent controls. 

The twenty-seven patients codperating (with medical consent) in the present study 
were given, by mouth, 500 mg. of vitamin C daily for one week to saturate the 
system. People below weight of 150 pounds were given less, in proper proportion. 
Then, while continuing the treatment, they tried the offending foods, repeating at 
intervals of two or three days. They were all instructed to reduce the daily dose to 
a level that would maintain resistance. 

The results were most encouraging. Only three absolute failures were reported 
(11 per cent), while five (18+ per cent) reported some gain. Nineteen of the 
twenty-seven (70+ per cent) were able to eat the offending foods with no distress, 
or at least very little reaction. Apparently the experiments could be credited with 
approximately eighty per cent success. 

Allergies to chocolate (five cases), milk, cheese, eggs, wheat, oranges, lemons, 
bananas, tomatoes, asparagus, potatoes, pork, and fats were overcome. It is worthy 
of note that oranges and lemons, rich sources of vitamin C, are in this list. A 
young man who, previously, could eat only one orange, was able, after two or 
three months of only 300 mg. of vitamin C daily, to eat six oranges with comfort. 

Dr. J. H. J. Upham, past president of the American Medical Association, co- 
operated by treating his own severe allergy to chocolate with complete success. He 
gradually reduced the 500 mg. to 125 mg. The ideal is to reduce it to the amount 
in a good diet. 

Two more patients should be given special mention. Both were allergic to many 7 ; : 
foods, unfortunately those of good protective value; yet after two or three years 
of an extra daily intake of 200 mg. they were able to eat practically all foods. In 
fact, the difference in skin tests at a three-year interval for one of these patients 
corresponded with this great gain in resistance. a. 

In contrast to the general belief that vitamin C, even in daily doses of 1,000 mg., 
exerts no ill effects, I have observed several cases out of a large number where . 
the patients suffered headaches or sore spots around the mouth or, in one instance, 
diarrhea after taking 500 mg. daily. 

It is hoped that allergists and other physicians will extend these studies, using 
controls whenever possible. 


From the Severance Chemical Laboratory of Oberlin College, Oberlin, Ohio. 
Science, 96:497, 1942. 


ULCERATION OF THE FEET FROM USE OF CAMPHOR-PHENOL MIXTURE 


Another case of severe dermatitis of the feet with ulceration following the appli- 
cation of camphor-phenol mixture is reported with illustrations by W. R. Hubler, ; 
M.D., of Cleveland, in the December 11 issue of the Journal of the American Med- 
ical Association. The case is cited as an example of the unfortunate results when | 
such mixtures are sold “over the counter” to the public without proper medical su- — 
pervision in their use. The patient reported was in the hospital thirteen days and 
was totally disabled for twenty-eight days as a result of applying “Phenolene” to the — 
interdigitate areas of the feet as treatment for a case of “ringworm.” 
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Editorial 


Undergraduate and Graduate Education in Allergy 

| One of the important aims of the College, set forth in its charter wv 
a year ago, is “to maintain and advance the highest possible standards 7 

among those engaged in the practice of allergy.” With such announce- v, 
ment, the officers of the College were aware of previous commendable - 
efforts made by the other allergy societies on training in allergy. They _ 


were also aware of the confusion in the minds of those specialists like 
the pediatricians, dermatologists and otolaryngologists who are con- 
scientiously and properly applying the principles of allergy to the practice 
of their specialty, concerning their status as being qualified to practice 


allergy. This disconcertion is the result of a group who do not consider 
allergy as a distinct specialty which must be correlated with every other 7 
specialty of medicine. They would have specialists in pediatrics, derma- 
tology and otolaryngology for instance, with a good basic training in 
the scientific disciplines of medicine, who have graduated from medical 
schools accepted by the Council on Medical Education and Hospitals, 
who have been certified by their various American Boards, and who are 
already recognized for their contributions to allergy, qualified to practice 
allergy through subcertification based upon an examination by the Board 
of Internal Medicine! 

Allergy is now dealing with twelve or fifteen diseases, and it is un- 
tenable to submit to such a pressure of subservience. This is especially to 
be deplored when one considers that immunologists, pediatricians, der- 
matologists and otolaryngologists are the men who built the very founda- ; 
tions of allergy. With these things in mind, the College aims to carry - 
on a practical educational program for undergraduate and graduate in- a 
struction which will eventually be recognized by the Council on Medical ; 
Education as adequate and that a special Board of Allergy be set up. 
It is also realized that this program may take a long time to accomplish 
and then only through a hard struggle. We are young and_ hopeful. 

Adequate training should consist of a minimum required time in a 
satisfactory allergy clinic with a course of special lectures and bedside 
instruction in an accredited hospital. Such a course should include all the 
specialty branches applying allergic procedures. Graduate instruction 
should consist of a minimum time in a satisfactory allergy clinic and its 
hospital or special training under preceptors acceptable to the College 
either alone or in connection with these allergy clinics. Such training 
should be in a hospital accepted by the Council on Medical Education and 
Hospitals of the American Medical Association, and in the allergy clinics 
acceptable to the American College of Allergists. The director of the 
allergy clinic should be a man recognized by the College as qualified to 
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practice allergy based upon his past accomplishments in allergy, regard- 
less of his specialty. 
Further graduate study should consist of an instructional program of 


continuous courses in various phases of allergy at the annual national 
and regional meetings of the College. The instructors of these courses 
will consist of members of the College thought best qualified to conduct 
them. Members who have conducted a certain number of hours of such 
instruction are eligible to an honor roll. 

Groups such as the Forum on Allergy and courses given by 
various clinics under private supervision are much in demand. Up until 
six years ago, the catalogues of only nineteen of seventy-nine medical 
schools mentioned allergy at all. In these nineteen the subject was con- 
ducted in most instances in the department of medicine during the fourth 

7 year. The courses were elective in most and the hours given to them 

- ranged from two to sixteen. Despite the wide interest in allergy shown by 

< physicians in general practice and the specialties, medical schools with the 
exception of a very limited group are woefully lacking in the adequate 
teaching of allergy. 


The First National Meeting © 

ap 
Praxs are now progressing favorably for the first national meeting of 
the College, which will be held at the Palmer House in Chicago, June 10 
and 11, 1944. 

This function of the College, as incorporated in the charter, is “the 
establishment of an organization of qualified medical men and scientists of 
good standing who shall meet from time to time for the purpose of pro- 
moting and advancing the study, research and clinical knowledge of allergy 
as it applies to the various specialties in medicine.” 

Such a program will necessarily have to be limited to two days and in 
accord with the demands of our government, as much effort as possible 
will be made to furnish the greatest amount of instruction in war allergy. 
Colonel Sanford W. French, M.C., F.A.C.A. (Honorary) of the Fourth 
Service Command and in charge of eighty-four allergy clinics and his as- 
sociate, Major Larry Halpin, M.C., F.A.C.A. plan, if both are on their 
present duties, on presenting a paper as they meet allergy in the Army. 
We can promise that this will not only be interesting but very instructive. 
Other foremost scientists are now being invited to participate and tentative 
favorable replies have been received from some. 

Details and personnel of committees for the meeting will be announced 
in subsequent issues. Since the AMA has both scientific and industrial 
exhibits set up preparatory to their session, no exhibits except in the in- 
structional courses are planned for the College. 
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PROGRESS IN ALLERGY 
An Evaluation of Some of the New and Old Adrenergic Drugs 


ETHAN ALLAN BROWN, M.R.C.S. (London), L.R.C.P. (England), F.A.C.A. 


The new synthetic analgesic, demerol, has recently been widely publicized. Since 
) 4 patients are inquiring regarding its use in asthma, it is well for us to remember that 
the newspaper accounts were not exactly accurate. 

é; Two papers, one by Batterman and Himmelsbach,’ and another by Weinstein® list 
its effects. 

Demerol can be taken parenterally and orally, the dose depending on the patient’s 
weight, age, and general condition, the average amount given being 100 mgm., al- 
though 50 mgm. have been found sufficient. Demerol may be used when morphine is 
c ontra-indicated, relieving pain due to smooth muscle spasm. It is less toxic and 
less stuporative than morphine and causes less respiratory depression. Among its 
side effects are nausea, dizziness, flushing, and sweating. Because it produces less 
respiratory depression than morphine, it has been suggested as useful in asthma. 
Unfortunately, other of its secondary effects, however, are cough and diarrhea. In 
those patients, chiefly in the intrinsic group, in whom cough precedes an attack of 
asthma of the “non-passive expiration type,” it may be found useful. On the other 
hand, in those patients in whom wheezing is followed by a cough which terminates the 
attack, it may prolong the bronchial asthma by depressing the useful cough. There 
has been, so far, no report of its effects upon a control group of asthmatic patients. 
Members of the College who have used demerol are invited to send their data for 
publication in these columns. 

The search for drugs which will relieve the symptoms of allergy continues without 
pause. An excellent paper by Vaughan, et al.,24 emphasizes the criteria by which 
such drugs should be measured. Vaughan feels that serial determinations before 
and after hypodermic injections of the drug, the effects upon the patient’s pulse, 
blood pressure, and vital capacity, as well as the determination of the effect of the 
drug on wheals produced by intradermal histamine, should all be used as a basis 
for judgment. The shrinkage of the mucosa of one nostril should be compared 
with the other, and the drug should, of course, be compared to both epinephrine and 
to ephedrine. Clinical studies should determine the side effects, and these must be 
subject to control. 

Although more than 200 compounds derived from epinephrine are known, our 
knowledge concerning it is far from complete. The excellent paper by Barger and 
Dale,! although written in 1910, is still one of the classic monographs on the sub- 
ject, listing many of the compounds only now being investigated and foreshadowing 
much of the work subsequently done. A most complete bibliography on epinephrine 
and its latest compounds can be found in a paper by Hartung!2 who gives over 250 
references to the physiological activity of the drug so important in the everyday 

practice of Allergy. 

Boyd, Johnston, and Palmer* add to our knowledge in a paper in which they de- 
scribe the effect of epinephrine hydrochloride upon total body water. In frogs a 
dose of 100 mg./KG causes a 150 per cent greater increase in loss of body water than 
is the case in a dosage of 10-4 mg./KG. Ergotoxine ethanesulfate has an opposite 
effect, increasing the retention of body water. When ergotoxine is given simulta- 
> neously with epinephrine, the water loss due to epinephrine is reduced. Interestingly 
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enough, ergotamine tartrate is found to have no effect ‘upon water metabolism. The 
authors suggest that this difference in the physical properties of ergotamine and 
ergotoxine may be the cause of the difference in their influence upon migraine in | 
which there may be a retention of water in the tissues. The therapeutic effects of 
epinephrine itself may also be due in part to its dehydrating action. 

Such dehydration does not evidently affect the respiratory tract fluid. In an earlier | 
paper Boyd, Jackson, and Ronan® discovered that in rabbits, the volume output of 
respiratory tract fluid drained from the trachea of urethanized rabbits remains un- 
changed following the subcutaneous injection of various doses of epinephrine, | 
ephedrine, neosynephrine and privine. There is, however, an increase in oo. 
tract fluid when amphetamine is given in doses of 10 mg./KG. Goodman and 
Gilman® have long since warned us against the use of epinephrine in cases of frank 
pulmonary edema. 

The work of Boyd et al. is confirmed, by another approach, by Hibma and Cur- 
reri18 who studied the effects of various drugs upon the tracheo-bronchial tree of 
a patient who had a bronchopleurocutaneous fistula. The authers «re concerned 
with the effects of the drugs currently used for anesthetic premedication. With mor- 
phine as the drug and carmine as a control, it was found that the time of appearance | 
of the dye in the sputum was increased 11.6 per cent over carmine alone, probably | 
due to the effects of morphine upon the cough reflex and ciliary activity. When the | 
patient was given atropine, the appearance time was increased 36 per cent over the > 
control. Scopolamine given alone had no measurable effect. When morphine and 
atropine were used together, the appearance time increased to 107 per cent, proving — 
the synergistic action of the drug combination. The appearance time, however, was _ 
increased only 62.7 per cent when morphine and scopolamine were given together. 
These facts should, of course, be taken into account when allergic patients require 
pre-anesthetic medication. If this same patient were available for further studies, © 
or if there were an allergic patient known to have this same type of fistula, work on 
the effect of epinephrine (aqueous) or epinephrine in oil, given at the same time as_ 
the morphine and scopolamine, would seem to be indicated. Such work would place 
pre-anesthetic medication for allergic patients upon a scientific basis. a 

Since we, all of us, see patients who, taking epinephrine by injection for seis 
medication, insist they get a greater effect from a large dose, it would not be amiss 
at this time to go back in the literature and recall that the effects of epinephrine 
are not directly proportional to its dose. In 1934 work by Hurtado and Kaltreider!® 
showed that the subcutaneous injection of 0.75 cc. of 1:1,000 epinephrine hydro- 
chloride causes an increase in the vital capacity and a marked decrease in the mid- 
capacity and residual air, although at the height of an acute asthmatic attack, there 
is a decrease in the absolute and relative values of the vital capacity, and a marked 
increase in mid-capacity and residual air. That is, a patient who at the height of 
his asthmatic attack has an absolute capacity of 5 liters and a residual capacity of 
3 liters, will, after an injection of epinephrine, have perhaps an absolute capacity of 
4 liters but a residual capacity of only 2 liters. In 1940, Griffith, et al.’! measured 
the carbon dioxide output and the respiratory quotient as taken during and also 
five to ten minutes and twenty-five to thirty minutes after the intravenous adminis- 
tration of epinephrine, 0.001 mg. per kilogram per minute being the minimal effect- 
ive dose. When the dose was increased to 0.002, 0.004, 0.007 and 0.01 mg. per kilo- 
gram per minute, the increase during the period of injection (five minutes) became 
progressively less. Since epinephrine, in small doses, also facilitates the transmis- 
sion of impulses through sympathetic ganglia (Bulbring and Burns*), depressing such 
impulses when it is given in large doses, thereby causing symptoms of shock. 
Bulbring and Burn suggest that sudden liberation of large amounts of epinephrine is 
more likely to produce permanent circulatory damage than the steady infusion of 
smaller amounts. 
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The clinical recognition of shock of this type, as described by Sterling,?? should 
be studied by all allergists, since many patients supposedly in status asthmaticus are 
really in epinephrine shock. Sterling states that the normal dose of epinephrine is 
2 to 3 minims repeated every two to three hours for several doses, and that toxic 
reactions may occur as a response to a normal dose in susceptible individuals or to 
a large dose in a normal individual. Cases in which idiosyncracies to epinephrine 
exist, or toxic effects occur, so closely resemble a deterioration in the patient’s con- 
dition due to a bronchial asthma that the physician is strongly tempted to give 
still more epinephrine to a patient supposedly epinephrine-fast. 

In a typical case of acute bronchial asthma, the patient is wheezing, dyspneeic, 
and pale. He may feel weak and anxious. His pulse rate may vary from 80 to 
110. Palpitations occasionally occur. There is no precordial or mediastinal pain, no 
feeling of faintness, and the patient rarely has a cold, clammy skin. The patient 
who is suffering from an epinephrine toxicity may also present a picture of extreme 
dyspnoea, but with very little wheezing, although some may be present. The patient 
is extremely pale and may feel anxious. The pulse rate varies from 130 to 180 and 
may be associated with palpitations and occasionally with severe precordial or 
mediastinal pain. The patient’s weakness is apparent. It is when the patient is in 
this condition that a fatality may be expected. These patients are, of course, epineph- 
rine-fast, and additional epinephrine is contra-indicated. 

Gormsen?® has listed twenty-eight cases of epinephrine fatality. Untoward re- 
sponses may be expected in patients with hyperthyroidism and with psychoneuroses. 
It is generally known that care must be used in patients with advanced cerebral or 
arterial sclerosis. The decision is occasionally difficult in a patient who has reached 
the age at which degenerative heart disease may be present and yet who has suf- 
fered from a long-standing bronchial asthma and severe emphysema. 


Tuamine sulphate in a 2 per cent solution is being publicized as an agent for the 
constriction of the nasal mucosa. Studied by Proetz,2° its effect in some cases is 
said to last all day, there being no secondary vasodilatation. No local or general ob- 
jective or subjective side effects are said to have been noted by those using the drug, 
although a few patients complained of a temporary increase in nasal secretion. 
Shea?! reported that the vasoconstricting action of tuamine outlasted that of any 
other similarly acting agent. These reports, unanimously enthusiastic, would make 
it seem that the ideal vasoconstricting agent had finally been found. Only with ex- 
tensive use will the true position of tuamine be known. For the present, further 
studies are certainly indicated, if the claims for its action are to be substantiated. 

Privine hydrochloride is rapidly becoming popular as a nasal vasoconstrictor. Its 
properties are evaluated by Fabricant and Van Alyea.8 Used as a 0.1 per cent con- 
centration in an isotonic solution containing phosphates, chlorides, and dextrose, and 
a pH of 6.2, it was given to 104 patients whose complaints were nasal congestion, 
acute rhinitis, acute and chronic rhino-sinusitis, subacute and chronic ethmoiditis, 
and allergic coryza. It is said that none of the patients exhibited any of the side 
reactions occasionally seen following the use of ephedrine in saline. The solution 
was administered by instillations, by the displacement method, in the head-low pos- 
ture, into the paranasal sinuses, by spraying, by tampons, and by nose drops. There 
were no complaints of tingling, smarting, or burning following the use of sprays or 
tampons. The authors feel that the nasal shrinkage lasts as long, or perhaps longer, 
than that produced by ephedrine. Studies of the ciliary activity of the mucous _ 
membranes of frogs and dogs seems to point to the fact that such activity is en- 7 + 
hanced rather than inhibited by solutions of privine. 


The cardio-circulatory effects of neo-synephrine and synephrine tartrate, both 
chemically related to epinephrine, were studied by Keys and Violante.17 Neosyne- 

ie phrin differs form epinephrine in that its pressor and cardiac effects are weaker — 
but its activity more prolonged and stimulating to some of the parasympathetic ef- 
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fectors, especially the cardiac vagus. Synephrin tartrate seems to be intermediate 
between epinephrine and neosynephrin in its relative sympathetico-parasympathetico- 
mimetic action. Comparative pharmacological studies would suggest that the maxi- 
mum safe dosage of neosynephrin in adults is 10 mg. subcutaneously, 1.5 mg. in- 
travenously, and 300 mg. orally. 

Sternstein?3 who has designed an ingenious apparatus for measuring nasal patency 
by gauging the intranasal resistance to air flow when suction was applied to the nose, 
was able to compare the duration of the maximum effects and the time it takes for 
relief with various drugs. He found that amphetamine was effective when obstruc- 
tion was not complete, and that neosynephrin in the 0.25 per cent solution was su- 
perior to ephedrine in the 1 per cent concentration. Sternstein, it will be remem- 
bered, has shown that hypertonic saline solution reduces nasal congestion and that 
isotonic solutions increase nasal congestion. Almost all commercial preparations are 
isotonic, although those of us who prepare our own prescriptions know that the 
hypertonic solution is probably much more effective. : 

Although Craddock? described nethacetin in 1941, it has only recently become — 
widely used. The basic drug, nethamine hydrochloride, is said to be as effective 
as ephedrine in the treatment of allergic conditions, being easily tolerated by pa- 
tients who have untoward side effects from ephedrine. Nethacetin tablets contain 
0.06 grains of nethamine hydrochloride and 3.5 grains of acetophenetidine. The 
mixture, as is usual in such cases, has a better effect than does nethamine hydro- 
chloride alone. In nine cases of bronchial asthma, partial or complete relief was 
obtained in eight, and seven cases of hay fever were all relieved. In eight cases of 
nasal obstruction, six were relieved, and in seven cases of post-nasal drip, three were 
benefited. There was no improvement in a group of patients suffering from chronic 
cough. Eleven of the patients were sensitive either to ephedrine or to epinephrine, 
and were, therefore, forced to use substitutes. The author notes that side reactions 
were dryness of the mouth, slight nervousness, and insomnia. One patient responded 
with urticaria, and one, with palpitation. 


All of us are accustomed to seeing unusual manifestations in drug reactivity. 
These, of course, may be an exaggeration of the normal pharmacological effects, the 
patient responds to small doses as though they were large, or else they may be typical 
allergic reactions, as bronchial asthma, a fixed rash, or urticaria. Occasionally there 
is reference to an unusual toxic manifestation which once having been described 
helps us to explain phenomena hitherto inexplicable. 

Recently Hurst!® described gastric hemorrhage following the ingestion of aspirin. 
In 50 per cent of fifty-eight cases of hematemesis or melena where chronic ulcer, 
carcinoma, and liver cirrhosis could all be excluded, he suspected aspirin as the 
cause of the gastric hemorrhage, the drug causing difficulty because the tablets 
were taken whole. Within a month Honigsberger!4 reported that certain hemorrhagic 
effects of aspirin were not limited to the stomach but might appear elsewhere in 
the body, and were probably due to absorption. He describes three cases of epi- 
staxis, all caused by the ingestion of acetylsalicylic acid. In one of these cases, the 
reaction could be elicited at any time. Honigsberger, therefore, feels that giving 
aspirin in powdered form would not obviate unusual reactions. 

Careful questioning of patients in. the public clinic brings out the fact that many 
more patients take aspirin for allergic symptoms than is commonly supposed. Acetyl- 
salicylic acid is a common constituent of the various mixtures used for symptomatic 
relief, although the average clinical dose does not affect breathing. Toxic amounts 
will accelerate and deepen respiration before finally depressing it. Since there is a 
group of intrinsic asthmatic patients who have an associated aspirin sensitivity, the 
drug, if prescribed at all, is used with caution. There is no doubt, however, that 
it is used and does help many allergic patients, although there has been, until re- 
cently, no pharmacological basis for its use. — 
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hibiting immunological reactions, 


serum euglobulin by rabbit antiserum is inhibited by sodium salicylate. 
crease was not due to sodium ions, 
sodium chloride. 
of the antibody, since it decreases as the amount of antibody increases. 


dialysis. 
a true reason for its use in non-aspirin-sensitive allergic patients. 
as described by Prickman and Buckstein!® must, of course, be kept in mind. 


The described unusual effects of aspirin in causing epistaxis and: gastric hemor- 
rhage serves to remind us that some years ago Powers!® described ephedrine sul- 
phate as causing uterine bleeding when the drug was used intranasally. He 
followed each of three cases for some years, and at no time was there any patholog- 
ical condition to explain the patients’ menorrhagia. In each case, the condition ceased 
It would be interesting to know whether other 


when ephedrine was no longer taken. 
cases of this type exist. 
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An interesting paper by Coburn and Kapp® on the effect of salicylates on the pre- 
cipitation of antigen with antibody suggests that these drugs may really act by in- 
The authors state the amount of precipitation on 
normal rabbit serum by sodium tungstate is decreased and the precipitation of horse 
This de- 
since it is not seen by sodium benzoate or 
They feel that the salicylate effect is due to an actual inactivation 
The effect 
is reversible when the precipitate is re-suspended in salicylate solutions and by 
If aspirin does inhibit immunological reactions, there would seem now to be 
Such senstivity 
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The effect of adrenalin on 


A study of the effect of morphine, atro- 
M. J., 2:57, (July 10) 1943. 

Studies of total pulmonary capacity and its sub- 
The cardio circulatory effects in man of (a) neosynephrin 
Ephedrine sulphate intranasally as a cause of uterine bleeding. Texas 
ni Hypersensitivity to acetylsalicylic acid. J.A.M.A., 


Arch. Otolaryng., 


1942; also Dis- 


Dangers attending the clinical use of epinephrine in bronchial asth- 
Efficacy of vasoconstrictor agents in the obstructed nose. Arch. 


Epinephrine and 
28:255, (December) 


A new drug in the practice of surgery. Am. 
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taining phenolic or amine groups may combine with amino acids. Many such chem- 
icals are widely used as drugs. Of this type are aspirin, the sulfonamides, acetanilid, 
many alkaloids, the arsphenamines, and the salicylates. Allergic reactions have been 


Allergic Reactions to Drugs 7 
_ There is growing appreciation among pharmacologists that many chemicals con- 

described as resulting from the administration of all these kinds of drugs. - 
Landsteiner showed that sensitization may occur to combinations between amino 
acids and chemicals containing phenolic or amino groups. It is impossible to predict 
which individual patient may show such sensitization, but statistically it appears to 
occur in about one out of twenty. The sensitized tissue may occur in any part of 
the body or even may produce a generalized allergic reaction. 
Cuauncey D. M.D., Galveston, Texas 


| 


The “Street-Car Rash” Problem Has Been Solved 


In a previous communication I made a report of an unusual type of urticarial 
eruption appearing on the back of the legs of patients who had been riding in 
street cars. Further investigation of this problem by a local newspaper brought 
to light the fact that these urticarial lesions resulted from bites by bedbugs, fleas, 
and lice. 

I appreciated very much the following communication from Dr. Stephan Epstein — 
of the Marshfield Clinic, Marshfield, Wisconsin: : 

“About two years ago, three peculiar cases of an urticarial eruption were observed — 
at the Clinic within a period of three or four days. This eruption occurred 
exclusively on the flexor surfaces of the right lower arm. The patients were young 
women who wore sleeveless dresses, and had come on account of other conditions. 

“Investigation revealed that all three patients had been sitting in one particular 
chair, a wicker chair with arm rests. Examination of the arm rest on which the 
patients had put their right arms revealed the presence of the ordinary body louse, 
Pediculus corporis. It is known that the primary lesion of the bite of Pediculus 
corporis is a red spot which turns into a urticarial wheal which may last for 
several hours.” 

It so happened that we were able to make our diagnosis prior to receiving Dr. 
Epstein’s letter, and this certainly concurs with his previous experience. 

Some time ago I was consulted by an intern who seemingly had an acute _ 
angioneurotic edema of the eyelid and adjacent tissues. In investigating the 
problem the history and a recurrence of the lesions in another portion of the 
body revealed that this doctor had come in contact with a ward patient having ~ 
bedbugs. The diagnosis was further confirmed by finding bedbugs in the doctor’s — 
quarters 
a J. Warrick THomas, M.D., Cleveland, Ohio 
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Questions and Answers” 


Letters of inquiry should contain the writer’s name and address; however, these 
will be omitted when requested. Competent allergists, when answering these ques- 
tions, wish it to be understood that their replies do not represent the opinions of any 


official group. 


At what age should one begin the specific treatment of a child who suffers : 
from pollinosis (rose or hay fever)? M. D., Ohio. if 


This question is somewhat controversial. The consensus is that treatments a 
should be started as soon as a positive diagnosis has been established, regard- _ 
less of the age of the individual. There is no evidence that properly adminis- 7 
tered pollen therapy can increase the child’s sensitivity to pollen. As a - 
practical consideration it should be explained to the parents that in the 7 


case of a mild pollinosis not a great deal of improvement may be 
expected since as a rule the worse the pollinosis the more striking P at 
is the improvement on specific therapy. The object in treating the less : 
severe cases is to do what one can to prevent progression of the condition ad 
and the complications and sequelle of pollinosis, particularly asthma. If the 
child exhibits only slight symptoms in an unusually severe pollen season it co 
may be justifiable to treat the pollinosis only symptomatically in the hope x, 
that successive seasons will be relatively less severe so that the child will on 
not suffer and specific therapy may be unnecessary or delayed until the child 5 
is older and treatments are less disagreeable both to the child and to the «@ 
parents. Pollinosis accompanied by pollen asthma is, however, an absolute 


indication for starting treatment at any age. . 2 = 
What is a suggested symptomatic treatment of acute dermatitis? _ _ 


M.D., Colorado 


As a rule, the principles of symptomatic treatment of acute dermatitis are the same 7 
in all cases regardless as to the etiology. The aim is relieving of the inflammation, ~~ 
prevention or treatment of secondary infection, and protection from irritation. ion 


In the very acute stage wet compresses with boric acid solution or aluminum : 
acetate (1:10) are indicated; when secondary infection is present potassium per- 
manganate diluted 1 to 6000 is preferable. Best results are obtained with hot wet ; 
compresses applied continuously. They should be renewed every half hour, or more 7 
or less frequently, as the case demands. No rubber or other impermeable material 
should be used over the wet compresses. Hot applications will bring down the 
inflammation quicker than cold ones. 

These wet applications—effective as they are—are a great nuisance. In many in- 
stances a zinc oil of the following composition can be used right from the beginning “4 
or alternating with the wet packs: 


&B 

Ichthyol 
Boric acid 
Zinc oxide 
Olive oil 
(or corn 


—- 
> 
on 
36.0 Gm. 
ad 90.0 c.c. 
oil) 


QUESTIONS AND ANSWERS 


This oily lotion should be applied heavily and the affected part bandaged when 
necessary. When the dressing is changed one may apply hot compresses or soak 
the parts for 15 to 30 minutes. If secondary infection is present 1 per cent aqueous 
solution of gentian violet should be applied first, and 3 per cent sulfathiazole may 
be added to the zinc oil. 


In the less acute stage of the dermatitis, a mild ointment is indicated. If the skin 
is dry, 5 per cent boric acid ointment; if there is more exudation, an ointment con- 
taining 5 per cent liquor Burow’s in equal parts of vaseline, lanoline and Lassar’s 
paste will do better. Where a secondary infection is present one may add 3 per 
cent sulfathiazole to the prescription. A mild ichthyol paste may be added later 
with or without a bandage. 


R 
Ichthyol Gm. 
Boric acid 1.0 Gm. 
Castor oil 6.0 c.c. 


Lassar’s paste ad 30.0 Gm. 
In milder cases calamine lotion with 2 per cent ichthyol and 10 per cent zinc oxide 
added may be all that is needed. Some cases are helped by intravenous injections 
of calcium gluconate. Given orally, calcium in the form of a solution (e.g. chloro- 
calcium) is apparently more effective than the customary calcium wafers. 

The value of sodium thiosulfate is also somewhat doubtful. It may be given 
intravenously (from one-half to one gram) or orally in a 10 per cent solution 
(1 teaspoon full three times a day). 


X-rays and ultraviolet rays have no place in the treatment of acute dermatitis. 
At best they are useless—to the patient. An expert may use successfully small 
amounts of x-rays or ultraviolet in persisting subacute dermatitis. 


All external irritations should be avoided in acute dermatitis. That includes all 
stronger medication. No soap is allowed. Cleaning of the skin is best done by 
: soaking in boric acid solution or potassium permanganate, and gentle removal of 
, crusts and scales. Olive oil is also a good cleaning agent. Too much cleaning will 
: irritate; too little may prevent the medication from coming in contact with the 
y diseased skin and may facilitate secondary infection. 

) In severe cases complete rest is indicated. If sedatives are necessary, pheno- 
: larbital and codeine are very helpful. Always watch for hypersensitivity from 
phenobarbital. If a hypnotic is indicated, seconal is preferable to nembutal. 
The patient can frequently be quieted down by assurance of the harmlessness of 
the condition. With some experience, a prognosis is possible in many cases. History 
and clinical picture may indicate whether the patient is still in the eruptive stage 
(sensitization period) or whether he is over the hump. The patient who is told 
that he may break out more, will be less upset when it occurs. On the other 
hand, the fellow who has gone through the agonies of a severe dermatitis will be 
relieved when he is rightly informed that he can expect rather quick alleviation. 


Many cases of acute dermatitis will either clear up under this form of treatment, 
or progress to the chronic stage. In other instances, an underlying different condition 
will become apparent with the subsidence of the superimposed dermatitis. At this 
moment etiological investigation is necessary to establish a specific diagnosis and 
institute proper further treatment. 

STEPHAN EpstTEIN, M.D. 
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infections in guinea pigs. U. S. Pub. Health Rep., 58:1277, (Aug. 20) 
1943. 

Stovall, W. D.: 

Whooping cough control by immunization. Wisconsin State Board 
Health, 7:9, (July-Sept.) 1943. 

Weil, A. J., and Reddin, L. Jr.: 

Dermal supersensitivity, heat-labile and heat-stabile antibody against 
ragweed in cattle. J. Immunol., 47:283, (Oct.) 1943. 
Wheeler, K. M.; Stuart, C. A.; Rustigian, R.; and Borman, E. K.: Salmonella 


Miscellaneous 


Drake, C. M., and Henrici, A. T.: 
Nocardia asteroides. Its pathogenicity and allergic properties. Am. 
Rev. Tuberc., 47:184, (Sept.) 1943. 

Faust, E. C.: 
Insects and their allies as causative agents and transmitters of disease. 
Northwest Med., 42:250, (Sept.) 1943. 

Hansel, F. K.: 
Rapid method “ een of alcohol sponges. Ann. Allergy, 1:182, 
(Sept.-Oct.) 1943 

Lominack, R. W.: 
Galvanize poisoning in industry. J. South Carolina M.A., 39:252, (Oct.) 
1943. 

Ranges, H. A., and Bradley, S. E.: 
Systemic and renal circulatory changes following the administration of 
adrenin, ephedrine, and paredrinol to normal man. J. Clin. Investigation, 
22:687, (Sept.) 1943. 

Wittich, F. W.: 

Effect of beta-hypophamine and suprarenal cortex extracts on preven- 

tion of histamine shock in guinea pig: preliminary report. Ann. Al- 


Brown, E. V. L.: 
Results of desensitization in tuberculous iritis. Arch. Ophth., 30:402, 
(Sept.) 1943. 

Dunlap, H. A.: Vaccine therapy in the treatment of uveitis. J. Michigan M. 
Soc., 42:815, (Oct.) 1943. 

Lewy, R. B.: 

oe conjunctivitis from colored ink. Arch. Ophth., 30:376, (Sept.) 


Woods, A. C.: 
Influence of sensitivity and immunity on ocular tuberculosis. Pennsyl- 


vania M. J., 46:1133, (Aug.) 1943. 
Plants and Pollens 


Allard, H. A.: 
The North American ragweeds and their occurrence in other parts of 
the world. Science, 98:292, (Oct. 1) 1943. 
Brown, E. A., and Benotti, N.: 
Chemistry of ragweed pollen extract III. Relationship of amount of 
nitrogen precipitated by heat coagulation, with various protein precipi- 
tants, in saliene ragweed extract. Ann. Allergy, 1:150, (Sept.-Oct.) 1943. 
Durham, C: 
Volumetric incidence of atmospheric allergens. I. Specific gravity of 
pollen grains. J. Allergy, 142455, (Sept.) 1943. 


antigens of coliform bacteria. Immunol. 47:59, (July) 1943. 


lergy, 1:154, (Sept.-Oct.) 1943. 
Ocular Allergy 7 
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GUIDE TO CURRENT LITERATURE ON ALLERGY - 


Gottlieb, P. M., and Urbach, E.: 
Pollen surveys in the United States: A critical review. J. Lab. & 
Clin. Med., 28:1426, (Sept.) 1943. 
Lowly ragweed’s pollen causes most hay fever; two types are found in 
Michigan. Michigan Pub. Health, 31:155, (Aug.) 1943. 
Mansmann, J. 
An automobile pollen trap. J. Lab. & ‘Clin. Med., 28:1491, (Sept.) 1943. 
Newell, J. M. 
| ae studies on the chemical fractionation of ragweed pollen 
extracts. J. Allergy, 14:444, (Sept.) 1943. 
Wittich, F. W.: 
Control of weed growth now possible. (Correspondence Items) Ann. 
Allergy, 1:162, (Sept.-Oct.) 1943. 


Mackenzie cold and grippe tablets. See Bureau of Investigation reports. 
J.A.M.A., 123:168, (Sept. 18) 1943. 


Pinolater inhaler and medicament. See Bureau of Investigation reports. 


J.A.M.A., 123:231, (Sept. 25) 1943. 


Respiratory Allergy 


Reports on Proprietary Remedies 


Carruthers, L. B.: 
Sulphonamides in asthma. (Correspondence) Brit. M. J., 2:339, (Sept. 
11) 1943. 

Cratt; 
Ramblings in nasal allergy. Tr. Indiana Acad. Ophth. & Otolaryng., 
27:71, 1943.: 

Criep; 
Bronchial asthma: Clinical considerations. Clin. Med., 50:268, (Oct.) 
1943. 

Dees 
Use of aminophylline rectal suppositories in the treatment of bronchial 
asthma. J. Allergy, 14:492, (Sept.) 1943. 

Dees; S: Spell; S.: 
an Weltmann reaction in bronchial asthma. J. Allergy, 14:469, (Sept.) 
194 

Dolowitz, a A.; Loch, W. E.; Haines, H. L.; Ward, A. T., Jr., and Pickrell, 
K. 


Sicctcdiies of ear and nasal sinus complications of common cold. 
J.A.M.A., 123:534, (Oct. 30) 1943. 
Ebert, E.: 
Local treatment of acute rhinitis with sulfathiazole. Arch. Otolaryng., 
38 :324, 1943. 
Fabricant, N. 
Local use of sulfonamides in nasal and sinus infection: analytical re- 
view. Am. J. M. Sci., 206:546, (Oct.) 1943. 
Fluorescent lamp not responsible for asthma in watchmakers. (Queries and 
Minor Notes) J.A.M.A., 123:252, (Sept. 25) 1943. 
Friedberg, S. A.: 
Bronchoscopy and asthmatoid respiration. J.A.M.A., 123:85, (Sept. 11) 
1943. 
Gant, J. 'C.; Savignac, R. J., and Hochwald, 
Histamine by mouth in treatment of vasomotor rhinitis. New England 
J. Med., 229:579, (Oct. 7) 1943. 
Has inhalation of sulfonamides been used in treatment of respiratory allergy? 
(Questions and Answers) Ann. Allergy, 1:169 (Sept.-Oct.) 1943. 
Knight, B. 
A brief survey of hay fever. Jackson cw ne 5:171, (Sept.) 1943. 
Miley, G. P.; Seidel, R. E., and Christensen, J. 
Preliminary report ‘of results observed in : eighty cases of intractable 
bronchial asthma. Arch. Phys. Therap., 24:533, (Sept.) 1943. 
Moreno, G. Ruiz: 
Tratamientos para asmaticos. Prensa méd argent., 30:1020, (June) 
1943. 
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Cieieid: H., and Ehret, F. E.: 
Blood pressure fluctuations in bronchial asthma. II. Effect of epineph- 
rine and aminophyllin. J. Lab. & Clin Med., 28:1415, (Sept.) 1943. 

Packard, John S.: 
Importance of wheeze in the diagnosis of pulmonary tuberculosis. 
Pennsylvania M. J., 40:1034, (July) 1943. 

Steinmann, B.: 
Die Bedeutung der vegetativen Struktur fiir die Entstehung des Bron- 
chial-Asthmas. Helvet. med. acta, 10:111, 1943. 

Thomas, J. W.: 
Seasonal bronchial asthma in dog. (Correspondence Items) Ann. AIl- 
lergy, 1:163, (Sept.-Oct.) 1943. 

Viles, F. J.: Nasal and pharyngeal irritation from contact with sucrose-octa- 
acetate among operators of compressed air hammers. U. S. Naval M. 
Bull., 41:1378, (Sept.) 1943. 

What is the proper hypodermic dose of adrenaline (epinephrine hydrochloride 
1/1000) for an infant under one year of age who has attacks of bron- 
chial asthma unrelieved by other medication? Ann. Allergy, 1:170, 
(Sept.-Oct.) 1943. 

Wilcox, R.: 
Adrenaline and ephedrine solutions in asthma. Pharmaceut. J. (Great 
Britain), 151:69, (Aug. 21) 1943. 

Wolfer-Bianchi, R. 
Zur Pathologie des Bronchialasthma. Helvet. med. acta, 10:101, 1943. 


Serum Allergy 

Colonnell, W. J.: 
Allergic reaction to dried human plasma. U. S. Naval M. Bull., 41:1356, 
(Sept.) 1943. 

Siegmund, H.: 
Zur anatomischen Pathologie des Serumschocktodes. Zentralbl. f. allg. 
Path. u. path. Anat., 80:289, (Jan.) 1942-3. 

Turner. P. L., and Clarke, T. W.: 

‘ Temporomandibular arthropathy in serum sickness. Ann, Allergy, 1:115, 

(Sept.-Oct.) 1943. 


Therapeutic Agents 


Butler, D. B., and Ivy, A. C.: 
Effects of nasal inhalers on erectile tissues of nose: quantitative studies. 
Arch. Otolaryng., 38:309, (Oct.) 1943. 

Carlson, R. G., and Whitehead, R. W.: 
The effect of sodium, potassium, and thiosulfate ions on anaphylaxis. 


J. Allergy, 14:462, (Sept.) 1943. 


SOYBEAN CURD MAKES GOOD COTTAGE CHEESE SUBSTITUTE 


Now that cottage cheese production has been curtailed, soybean curd can be 
used as a good substitute. Soybean milk, made from dry soybeans, is caused to 
form a curd which can be used in many dishes. 


To make the soybean milk from which the curd is produced, soak the cleaned 
beans overnight. Remove the skins and grind the beans very fine, then put them 
in a cheesecloth bag. Place the bag in a bowl containing three quarts of lukewarm 
water to each pound of soybeans. Work the ground beans thoroughly with the 
hands for five or ten minutes, then wring the bag of pulp until dry. Boil the milk 
on a low fire for thirty minutes, stirring frequently to prevent scorching. Season 
the milk with salt and sugar. 


From this milk, which itself can be used in almost any recipe calling for milk, 
is made the soybean curd. Three quarts of soybean milk heated to 180 degrees 
Fahrenheit is mixed well with 14% cups of vinegar and allowed to stand for a few 
minutes. Put the mixture in a cheesecloth bag and wash away the excess acid by 
dipping the bag of curd in cold water several times. Drain for about an hour 
and press out the remaining liquid. Season with salt and pack the curd tightly into 
a dampened mold. Then cover and store it in a cold place until firm enough to cut. 


Though the nutrient value of soybean curd is not equal to that of cottage cheese, 
it produces an appetizing substitute—Science News Letter, December 4, 1943. 
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College News 


ARGENTINA 


Dr. Benigno R. Garat, Buenos Aires, Argentina, South America, has been elected 

a Corresponding Fellow from Argentina. Dr. Mariano R. Castex, Titular Professor 

of Clinical Medicine of the University of Buenos Aires, and President of the La 

Sociedad Argentina de Alergia, and Dr. Guido Ruiz Moreno, Buenos Aires, for- 

merly Secretary of the La Sociedad Argentina de Alergia, have been elected Hon- 

orary Fellows of the College. 
¢ ¢ 4 


CUBA 


Dr. Jose M. Quintero, Havana, has been elected a Corresponding Fellow from 
Cuba, and Dr. Jose Cadrecha Alvarez of Havana has been elected an active Fellow 
of the College. 

¢ ¢ 


MEXICO 
Dr. Mario Salazar Mallén, chief of the department of allergy of the General Hos- 
pital, Mexico City, has been elected an Honorary Fellow. 


UNITED STATES 


Dr. W illiam W. Duke, recipient of the second Forum Gold Medal i nila 
contributions to clinical allergy, has been elected an Honorary Fellow of the College. 


At the meeting of the Southern Medical Association, held recently in Cincinnati, 
there was a section on allergy with Dr. W. Randolph Graham of Richmond, Vir- 
ginia, presiding. A luncheon and informal round-table discussion was given Wed- 
nesday, November 17, at the Netherland Plaza Hotel, and all Fellows of the College 
were invited to attend and participate. An excellent paper was read, with lantern 
slide demonstrations, by Major Marion T. Davidson, F.A.C.A., Fort Benning, 
Georgia, on all phases of allergy in his station. 


Dr. Ralph I. Alford has been promoted to the rank of Major in the Medical Corps, 
Percy Jones General Hospital, Battle Creek, Michigan. 


Of the eight original contributors to the program of The Society for the Study 
of Asthma and Allied Conditions, held at New York City December 4, 1943, three 
were Fellows of the College—namely, Major Ralph I. Alford, M.C., Dr. Jerome 
Glaser and Dr. Stephen D. Lockey. 


The Fellows who have an allergy station in the Fourth Service Command under 
Colonel S. W. French, F.A.C.A. (Honorary) are: 
Major Marion T. Davidson, Fort Benning, Georgia 
Major Larry Halpin, Headquarters, Atlanta, Georgia 
Major B. H. Reinarz, Thayer General Hospital, Nashville, Tennessee 
Captain Morris J. Chernack, Camp Butner, North Carolina 
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_ Captain Joe Gilbert, Camp Gordon, Georgia 


— Captain William Jacobs, Fort Bragg, North Carolina 
Captain David Mansowit, Camp McCain, Mississippi 


Captain Jack A. Rudolph, Oliver General Hospital, Augusta, Georgia 
— Lieut. Philip Gottlieb, Northington General Hospital, Tuscaloosa, Alabama 


Lieut. Albert R. Zoss, Finney General Hospital, Thomasville, Georgia 


The following have allergy clinics at Air Corps station hospitals: 


Captain William B. Steen, Gulfport Army Air Base, Gulfport, Mississippi 
Lieut. George F. Hieber, MacDill Field, Florida = 


Other Fellows who have allergy stations within the United States, to our knowl- 
edge, are: 


Major Stanley Hampton. San Antonio Aviation Cadet Cen., San Antonio, Texas 


Captain I. M. Hinnant, Santa Ana Army Air Base, Santa Ana, California 


In addition, there are a large number of Fellows in the service both at home 
and overseas who can not be listed at this time. We would appreciate any news _ . 


or any interesting information pertaining to allergy from physicians in military - 


SECRETARY’S REPORT 


The Board of Regents and Editorial Board of the College held a very enthusiastic a 
and successful meeting at Cincinnati during the meeting of the Southern Medical 
Association November 16, 17 and 18. The Regents met on Tuesday, November 16. 
All members of the Editorial Board of the ANNALS oF ALLERGY who were present 
at Cincinnati met the next day, November 17. 

It was decided that the new volume of the ANNALS would commence with the 
January-February (1944) issue. It is intended that in each of the six numbers 
published each year there shall be an article reviewing one of the chief topics in 
the field of allergy for the preceding year. For instance, a review article on asthma 
and hay fever, would appear in the same number of each volume. This annual re- 
view is to occupy about ten pages. In addition, throughout the year, each issue of 
the ANNALS is to contain ten to fifteen pages of abstracts of the papers appearing 
in each of the major subjects. These abstracts are to be limited to about ten lines 
of a critical summary. It was thought that the authors of each of the review ar- 
ticles would be the men best fitted to send in such abstracts during the year since 
they would be in the process of abstracting the literature for their own major an- 
nual paper. The contributions from each man would make up two pages in each 
issue and no contribution would be expected from him for the issue in which his own 
yearly paper was published. Each head of his department may select four or five 
men to aid with the abstracting. The abstract department and each sub-department 
will contain the names of the editors and, in addition, the abstracts will be ini- 


tialed. All Fellows of the College are invited to assist in the abstracting. The 
corresponding secretaries of the College from the different Latin American coun- 

tries are urged to abstract chief topics in the field of allergy appearing in their q 
country. These latter articles, if not translated, should be sent to Captain Henry I. ; 


Shahon, M.C., A.U.S., Veterans Administration, Boston, Massachusetts. Other- 
wise they should be sent directly to Dr. Ethan Allan Brown, Abstract Editor, 75 
Bay State Road, Boston, Massachusetts. All material must be in the hands of the 
Secretary of the Editorial Board, Dr. Fred W. Wittich, 401 La Salle Medical 
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Building, Minneapolis, Minnesota, by the 20th of the first month of the issue in 
question. For example, the abstracts for the January-February (1944) issue should 
be in by January 20 as the publication goes to press not later than February first. 

After it was decided to establish the department of reviews and abstracts com- 
mencing with the January-February issue, the question of the value of continuing 
the bibliography was raised. Therefore, in order to obtain the opinion of our 
subscribers concerning the bibliography, it was decided to make an innovation with 
reference to the same. In this issue of the ANNALS, the bibliography takes on a 
new form under the heading, “Guide to Current Literature on Allergy” in order to 
determine its usefulness. By this rearrangement, it will no longer be necessary to 
search the complete list of references in order to readily locate those topics in 
which one is particularly interested. If there is a demand for a continuance of this 
new plan, it will fit in with the development of permanent files of reference on the 
various phases of Allergy, Immunology, and allied fields, thus building up a cumu- 
lative index. With a reference librarian in charge of these files, it will be possible 
to offer the Fellows of the College a highly specialized service. According to this 
plan, all “where can I find it” questions can be referred directly to the College 
librarian. The answer can be given as a mere reference, as reprints, or as microfilm 
or miniature photostats at cost. Already there is a considerable accumulation in the 
files. The information contained in these files is for your use and if you desire this 
service to continue, your interest in the project will stimulate its growth. 


B.: 


ALLERGY SOCIETIES AMALGAMATE 
Those members of the medical profession who are particularly interested in 
allergy will be greatly heartened by the news that at last there has been an amalga- 
mation of the other two national allergy societies—The American Association for 
the Study of Allergy and The Society for the Study of Asthma and Allied Condi- 
tions. This was done in their “firm belief that this merger will result in a stronger, 
more progressive and more democratic organization. Many new features of benefit 
to members and to the field of allergy are envisaged. This new organization and 
its constitution will be modeled to give everyone greater opportunity to participate 
in the activities and advancement of the society. ... All members from both soci- 
eties shall be taken into the new organization with their respective status in the old 
) society. Those who are active members of one society and associate members of 
the other will be Fellows.” There will be three varieties of membership—Fellows, 


: Members and Honorary Members. A certificate of membership will be issued to 
each member. The aims and purposes, membership and committees appear in line 
] with those initiated over a year ago by the College in an effort to eventually 


unite the various allergy socities into one large national society. There is no reason 
why the Academy and College cannot unite in time and hold regional meetings and 
set such standards as will be acceptable to the American Medical Association. 


¢ ¢ ¢ 


COLLEGE TO HOLD FIRST NATIONAL MEETING a FS 


We are informed that The American Academy of Allergy meets next December 
in New York City. Since the new Academy represents the other two national 
allergy societies, it has been proposed and approved by the Board of Regents that 
the College holds its first national meeting at Chicago, June 10 and 11, just pre- 
ceding the AMA session, June 12-16, 1944. Many members are attending the 
AMA session so that it will not tax hotel or transportation facilities to any ap- 
preciable extent. With the official sanction of the American Medical Association, 
specific arrangements have been made for meeting facilities at the Palmer House, 
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Chicago, on Saturday and Sunday, June 10 and 11, 1944. The main program will 
be held on Saturday from 9 A.M. until 5 P.M. including a luncheon meeting and 
an informal dinner in the evening with entertainment. Sunday morning’s program 
will end at 1 P.M. Sunday afternoon will be devoted to meetings of the various 
committees. Further details will be published in subsequent issues of the ANNALS. 
For room reservations, consult the list of Chicago hotels which appears on page 
264 of this issue of THE ANNALS, and please attend to reservations as early 
as possible. Let us make the first meeting a hundred per cent attendance 
including all Fellows in the Service who will be permitted to attend. There 
will be as many papers on Service Allergy as possible and the highest authorities 
on allergy in the Army and Navy will be invited to speak about their allergy 
problems. Some of the promising younger men will present new and original pa- 
pers. There will be also lively roundtable discussions. 

All Fellows and Associates who would like to present a paper or participate in 
the program will please submit a short abstract of the same to the Secretary not 
later than April first. This allows only two months for them to be multigraphed 
and forwarded to the Program Committee for their acceptance and arrangement. 


¢ 
COLLEGE RESEARCH FOUNDATION 


Although tentative offers have been made to the College by commercial groups, 
it was thought best to have the College initiate the first fund to be used for en- 
couraging research in allergy. Therefore, one hundred Fellows of the College who 
are able and willing to do so are earnestly requested to contribute $50.00 each to- 
wards the fund, such contributors to constitute an honor roll. Personal solicitation 
will be avoided as much as possible, since the voluntary response of members has 
already been most encouraging. Checks should be made out to the American 
College of Allergists Research Foundation and mailed to the Secretary-Treasurer. 


¢ ¢ 4 


COMMITTEE ON UNDERGRADUATE ALLERGY EDUCATION st 


The Committee for Undergraduate Allergy Education is composed of Dr. Wynd- 
ham B. Blanton, Medical College of Virginia; Dr. Ralph Bowen, Baylor University ; 
Dr. Grafton Tyler Brown, George Washington University; Dr. Jerome Glaser, 
University of Rochester; Dr. French K. Hansel, Washington University; Dr. O. C. 
Hansen-Pruss, Duke University; Dr. Samuel Hurwitz, Leland Stanford; Dr. Ed- 
mund L. Keeney, Johns Hopkins; Dr. William Mowry, University of Wisconsin; 
Dr. Leon Unger, Northwestern University; Dr. Orval Withers, University of 
Kansas. 

During the next year the committee will interview the Deans of Medical Schools 
and key-men in the teaching of allergy. When possible, the committee will take 
advantage of the opportunity afforded by any medical meetings which one or more 
may be attending where there is a medical school in the near vicinity. In this way 
they can study first hand the facilities for teaching allergy rather than by using 
questionnaries which are unsatisfactory. If only one member of the committee be 
present he can call on local members of the College to assist him in making a 
friendly inspection of nearby medical schools. The data obtained from these 
visits are communicated to the chairman of the committee for analysis at the 
national meeting in June. 

The aim is to make definite plans or make suggestions based upon this survey to 
aid the Deans or those arranging the curriculum and those responsible for the 
teaching of allergy in the medical schools now and following the war. 
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_ PROGRAM OF THE SIXTH ANNUAL FORUM ON ALLERGY 


' This will be a two-day intensive postgraduate instruction to which all reputable 
physicians are most welcome. It will be held at the Statler Hotel, St. Louis, Mis- 
souri Saturday and Sunday, January 22 and 23, 1944. The program has been arranged 
and directed by Dr. Jonathan Forman with the advice and help of the Executive 


Committee and the St. Louis Committee on Arrangements. All inquiries and com- 
munications should be addressed to Dr. Forman, 956 Bryden Road, Columbus, 5, 
Ohio. 

Friday evening, January 21, 1944, at 8:00 p.m., the Association of Allergists for 
Mycological Investigation will hold a meeting in which its members are reviewing 


their researches and clinical experiences, Dr. Homer Prince, Houston, Texas, pre- 
siding. The Association cordially invites any physician in attendance at the Forum 
to this meeting. 


Saturday, January 22, 9:00 a.m. and all day, registration. 


January 22, 1944 


SERIES | 
9:00 A.M.—Allergic Manifestations in the Blood—T. Squier, Milwaukee, Wis- 
consin 


10:00 A.M.—Food Allergy—H. J. RinkEL, Kansas City, Missouri 
11:00 A.M.—Physical Allergy—Crcit M. Koun, Kansas City, Missouri 


SERIES II 


9:00 A.M.—Specific Treatment of Contact Dermatitis—S. Epstern, Marshfield, 
Wisconsin 

10:00 A.M.—Conduct of Allergy Clinics—STANLEY Hampton, St. Louis, Missouri 

11:00 A.M.—Lymphocytes in Relation to Allergy Anaphylaxis and Immunity— 
T. G. RANbotpH, Ann Arbor, Michigan 


Series III 


9:00 A.M.—Allergic Headaches—Orvar. W —_ Kansas City, Missouri 

10:00 A.M.—Allergic Coryza—F. K. HANSEL, Louis, Missouri 

11:00 A.M.—The Clinical Management of ae Dust Sensitivity—Karv FIcLey, 
Toledo, Ohio 

Series 1V 

9:00 A.M.—Food Allergy in Children—RALPH Bowen, Houston, Texas 

10:00 A.M.—Management of Asthma in Children—FANNiE Lou LENEy, Oklahoma 
City, Oklahoma 


11:00 A.M.—Vasomotor Rhinitis: in Children—C. M. Pounpers, Oklahoma City, 
Oklahoma 


SERIES V 

9:00 A.M.—Allergy aaiaiadtines Without Positive Skin Tests—B. G. EFron, 
New Orleans, ‘Louisiana 

10:00 A.M.—Chemical Nature and Standardization of Pollen Antigen—GrorGE 
RocKWELL, Cincinnati, Ohio 

11:00 A.M.—“Sulfa” Drugs and Hypersensitivity—R. J. BLatrner, St. Louis, 
Missouri 


12:00 Noon—Subscription Luncheon 
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PROGRAM OF SIXTH ANNUAL FORUM ON ALLERGY 


Saturday Afternoon 
January 22, 1944 


Harry Rocers, Philadelphia, Penn., Presiding 
1:30 P.M.—Pollens in Hay Fever—Rocer WopeHouse, Yonkers, N. Y. 
2:00 P.M—Allergy in the Older Housewife—Epna PENNINGTON, Nashville, Tenn. 
2:30 P.M.—Critical Evaluation of Drugs Used in Treatment of Asthma——ALAN 
Cazort, Little Rock, Ark. 
3:00 P.M.—Importance of Environmental Factors in the Management of the Al- 
lergic Patient—E. A. Brown, Boston, Mass. 
3:30 P.M.—Allergy to Fungi—Frep Wirtticu, Minneapolis, Minn, 


Adjournment 
:00 P.M aan Party, compliments of Bordens. 


6:00 P.M.—Subscription Dinner 


Saturday Evening 
January 22, 1944 
R. F. HuGues, Hamilton, Ont., Canada, Presiding 


:30 P.M.—The Application of the Principles of Immunology to the Management 7 
of the Allergic Patient—Mittron B. Conen, Cleveland, Ohio. 
Endocrine Glands of the Allergic Patient—E. A. SuHarp, Detroit, Mich. — 
10:00 P.M.—Display of pictures and movies 


January 23, 1944 ae 


FLEMING, East St. Louis, Ill, Presiding 
DISCUSSION OF THE MODERN TREATMENT OF HAY FEVER 
Speciric TREATMENT 


9:00 A.M.—The Importance of Controlling During the Season of the Sensitization 
to Other Allergens: (a) Foods; (b) Other Inhalants—C. H. Ever- 
MANN, St. Louis, Missouri. 

9:15 A.M.—How Is the Specific Coseasonal Treatment Best Carried Out?—I. S. 
Kaun, San Antonio, Texas. 

9:30 A.M.—Is Perennial Treatment Superior to the Pre-Seasonal Method of 
Treatment ?—W. P. Garver, Cleveland, Ohio. 

9:45 A.M.—What Is the Present Status of Oral Pollen Therapy?—C. B. BoHner, 
Indianapolis, Indiana. 

10:00 A.M.—What Is the Optimum Dose of Pollen with Which to Approach the 
Season? Are large doses or small doses advantageous over the mod- 
erately sized doses?—C. M. Stroup, St. Louis, Missouri. 

10:15 A.M.—Is There Any Advantage in Giving the Well Treated Patient Any 
Type of Pollen Therapy during the Season?—ABRAHAM COLMES, 
Boston, Mass. 

10:30 A.M.—What is the Proper Specific Therapy in the Management of Pollen 
Asthma?—Sam_ FEINBERG, Chicago, Illinois. 

10:45 Can We Avoid Constitutional Reactions ?—Kart D. Way, Akron, 

io. 

Recess 


Il.—TuHe Non-Speciric TREATMENT 


10:50 A.M.—Is There Any Advantage in Giving Vitamins ong Minerals as Supple- 
mental Feedings or as Drugs during the Hay Fever Season to the 
Hay Fever Patient?—Ratpu Mitts, Decatur, Illinois. 

11:05 A.M.—Are Nose Drops Beneficial or Harmful? If prescribed, which ones? — 
—ARMAND COHEN, Louisville, Kentucky. a 
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PROGR AM OF SIXTH ANNU. AL FORUM ON ALLERGY ~? 


11:20 A.M.—What Seasonal Precautions on the Part of the Patient Are of Prac- _ 
tical Importance in the Management of a Case of Hay Fever ?—J. > 
Harvey Brack, Dallas, Texas. 


11:35 A.M.—General Discussion and Questions of Essayists. 


12:00 Noon—Subscription Dinner 


1:30 P.M.—The Presentation of the Gold Medal for Outstanding Contributions to 
Clinical Allergy 


To Ropert A. Cooke, M.D., of New York City 
behalf of THE Forum 
by Harry Huser, M.D., of Chicago, Illinois. 


Sunday Afternoon 


Homer Prince, Houston, Texas, Presiding 


Annual Forum Lecture. Observations on Allergic Reaction— 
Ropert A. Cooke, M.C., New York City 

2:45 P.M.—The Autonomic Nervous System and the Allergic Patient—ALBert 
Kuntz, St. Louis, Missouri. 

3:30 P.M.—Treatment of Intractable Asthma 

souri. 


Harry ALEXANDER, St. Louis, Mis- 


PROTECTION AGAINST TEXTILE FINISHES NEEDED 


Workers with textiles and the public using textiles should be protected from 
finishes which irritate the skin, Dr. Louis Schwartz, chief of the Dermatosis 
Investigations Section of the U. S. Public Health Service urged at the National 
Safety Congress meeting in Chicago. 

Protection can be given the worker by mechanical devices, machines designed 
to keep the worker away from the chemical being applied, or impervious protec- 
tive clothing, Dr. Schwartz pointed out. 

The public which will use these textiles should be protected by having the new 
finishes tested for their skin-irritating properties before they are put on the 


market. 
Several outbreaks of dermatitis have developed since the war began among 
} workers sewing on a material on which water-proof finish was being used. In 
other instances workers sewing heavy water-proof duck developed dermatitis 

A because the duck was finished without final washing and drying. _ 
We now have crease-proof finishes, run-proof finishes, fire-proof finishes, mildew- 
: proof finishes and a number of others, the speaker pointed out. “The chemicals 
used for these finishes all have possibilities of causing dermatitis,’ Dr. Schwartz 

said. 


The finish should be first tested on animals to determine if it is a primary 
skin irritant and thus avoid its use on fabrics coming in contact with the skin, 
he explained. If it passes this test successfully, patch tests should be performed 
: with the finished fabrics on a number of individuals to find out how many cases 
of dermatitis develop. The same subjects would be re-tested ten days later to deter- 
mine the skin sensitizing properties of the finish—Sctence News Letter, November 
27, 1943. 
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Books listed here become the property of the College library when reviewed. A 
microfilm or miniature photostat service will be available to the members at cost. 
Members, however, are requested to write reviews on any book which may be of 
interest to allergists. 


FUNDAMENTALS OF IMMUNOLOGY. By William C. Boyd, Ph.D. 446 pages. 
45 illus. Price, $5.50. New York: Interscience Publishers, Inc., 1943. 

This book is written by a biochemist and refreshingly passes directly to our pres- 
ent day knowledge and trends of the subject. He eliminates repetition of events and 
theories leading to the development of new discoveries, but adds essential substan- 
tiating references for the student who desires to go farther. Although the author 
intends the book for the beginner, it will be found very useful by advanced stu- 
dents and those engaged in immunologic research and teaching. The subject mat- 
ter, embodied in eleven chapters, is an example of excellent codrdination of a mul- 
titude of complex investigations into a direct and clear arrangement. The prob- 
able lack of emphasis of the practical application of passive immunity and limited 
discussion of bacteria as antigens as well as restricting the text entirely to human 
blood groups in Chapter V is more than compensated by those chapters which deal 
with those domains in which the author has made valuable contributions. Every 
student of Immunology who is interested in undertaking new problems in the field 
should read carefully the thought-provoking chapters on “Antibodies and Antibody 
Specificity,” “Antigens,” “Antibody-Antigen Reactions” and “Human Blood Groups.” 
With the possibility that the invisible reagins may be demonstrated as visible anti- 
bodies of the precipitin type, the technique and evaluation of Cannon and Marshall's 
method of demonstrating precipitins would have been welcome to the allergist. 
Bacteriologists, biologists, and students of Immunology as well as allergists should 
avail themselves of this book. FWw. 


PRACTICAL SURVEY OF CHEMISTRY AND METABOLISM OF THE 
SKIN. By Morris Markowitz, M.D. 211 pages. Price, $3.50. Philadelphia: 
Blakiston Company, 1943. 


The author succintly presents the effect of pathologic processes of the skin upon 
changes in its chemical composition. There are four parts to the subject matter. 
The first part deals with Chemistry of the Skin, which also includes skin metabolism ; 
the second part with Hematology, showing the hematopoietic changes of skin dis- 
eases ; the third part with Blood Chemistry and the concluding section with Vitamins 
in Dermatoses. The essentials are presented in a pleasing orderly arrangement, sup- 
plemented by complete reference. The dermatologist or any physician interested in 
the investigative or clinical aspects of cutaneous diseases will find it very helpful. 


A MANUAL OF ALLERGY. By Milton B. Cohen, M.D. 156 pages. Price, $2.00. 
New York: Paul B. Hoeber, Inc., 1943. 


Any authoritative compendium type of book on allergy intended for the present 
overworked physician in clinical practice is very welcome. It serves to stimulate 
the practical application of a complex specialty to those many puzzling syndromes 
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mary importance of tales a thorough history of the patient’s ‘ines compared 
to other methods of diagnostic approach. The author stresses this important phase 
in an excellent manner which typifies his style throughout this compact manual. 
Students of allergy and practitioners should have this book readily available on 
their desks. 

F.W.W. 


PSYCHOMATIC MEDICINE: THE CLINICAL APPLICATION OF PSY- 
CHOPATHOLOGY TO GENERAL MEDICAL PROBLEMS. By Edward 
Weiss, M.D., and O. Spurgeon English, M.D. 687 pages with 2 tables, 9 illus. 
and 4 charts. Price, $8.00. Philadelphia and London: W. B. Saunders Com- 
pany, 1943. 

The influence of the mind over physical ailments has aroused a new interest the 
past four years in all branches of medicine. The authors emphasize the importance 
of recognizing that one of our most important present-day medical problems is the 
influence of emotions over sickness. The book stresses the development of person- 
ality and psychopathologic changes from early life. All systems of the body are 
considered and their treatment presented in four chapters. Numerous case histories 
and a large collection of data are presented which are not entirely convincing and 
do not warrant the enthusiastic conclusions of the results of psychotherapy. These 
failures are more than compensated by the excellent meditative material valuable 
in arousing students and practitioners to the increasing importance of the role of 
psychosomatic medicine. The wide scope of knowledge now required by all phy- 
sicians with baal a of medical standards warrants an extensive use of this 
book. F.WwW. 


ELEMENTS OF MEDICAL MYCOLOGY. By Jacob H. Swartz, M.D., 179 
pages, 80 illus., 1 large folding chart. Price, $4.50. New York: Grune and 
Stratton, Inc., 1943. 


This simple, concise, profusely illustrated book, with excellent detailed photo- 
micrographs, fills a recent demand for a practical and plain text on the disease- 
producing fungi. 

The author, having had a wide experience as a pathologist, dermatologist, and 
teacher, approaches the subject from the laboratory aspect before making a simple, 
practical clinical application. There are nine chapters besides a glossary. The 
common ringworm infections receive particular attention. Definite laboratory pro- 
cedures are described, and classifications, divisions, mycology, diagnosis, and treat- 
ment are discussed in a simple ordinary manner. Immunologic tests and the status 
of the use of the sulfonamides in fungus infections are dealt with adequately. 
There is also a chapter on the common contaminants and probable pathogens. 
Authoritative references follow the chapters. It is a very valuable ready refer- 
ence book to the student and the physician interested in mycologic skin disases 
met with in daily practice. E.W.wW. 


AUTONOMIC REGULATIONS: THEIR SIGNIFICANCE FOR PHYSIOL- 
OGY, PSYCHOLOGY AND NEUROPSYCHIATRY. By Ernst Gellhorn, 
M.D., Ph.D., Professor of Physiology, College of Medicine, University of 
Illinois. 374 pages. Price $5.50. New York: Interscience Publishers, Inc., 1943. 

Based on years of investigation, the author very ably and in detail discusses 
autonomic-endocrine and autonomic-somatic integration and follows the discussion 
with clinical examples. The book would be a valuable addition to the library 

of every physician, physiologist and psychiatrist. 2 W. 
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CONVENTION HOTELS | 


ALLERGEN 


for the 
busy Allergist 


AN independent laboratory. as 
a source of supply for diag- 
nostic and desensitization mate- 
rial, is doubly appreciated in 
these days of increased practice 
and reduced technical assistance. 


Hollister-Stier Laboratories are 
pioneers and exclusive special- 
ists in the preparation of such 
material . . . making available 
over 200 pollen extracts... up to 
400 protein extracts .. . and 
autogenous extracts of all types. 
All are approved by the A. M. 
A.’s Council on Pharmacy and 
Chemistry, and licensed by the 
National Health Institute—and 
are promptly available through 
laboratories in Pennsylvania, 
Washington and California. 


It is particularly noteworthy— 
that Hollister-Stier allergens are 
true extracts and are prepared by 
the preferred glycerine-saline 
method of extraction .. . pack- 
aged in bulk vials. They are 
fresh, potent, and stable—second 
to none by every recognized 
standard of quality—and eco- 
nomically priced. 


Send for full details. Address 
nearest laboratory, Dept. W-2. 


HOLLISTER-STIER 
LABORATORIES 

Wilkinsburg, Pa. 


Los Angeles, Calif. 
Spokane, Wash. 


ACCEPTED 


CONVENTION HOTELS* 


The following Chicago hotels are list- 
ed by the Convention Bureau of the 
American Medical Association as those 
cooperating with the AMA for their 
June, 1944, convention. Members of the 
College making reservations at any of 
following hotels are requested to specify 
as near as possible how long they expect 
to hold their reservations. Hotels ap- 
preciate guests making reservations in 
advance by letter or telegraph to assure 
proper accommodations at time of ar- 
rival. 


Hotel rates will be published in the 
Convention Number of the Journal of 
the American Medical Association. 


Downtown 
Atlantic, 316 S. Clark Street 


Bismarck, 171 W. Randolph Street 
Blackstone, Michigan Ave. at Balbo Ave- 


nue 
Chicagoan, 67 W. Madison Street - 
Hamilton, 18 S. Dearborn Street 


Harrison, 57 E. Harrison Street 

La Salle, Madison and La Salle Streets 
Morrison, 79 W. Madison Street 
Palmer House, 15 E. Monroe Street 
Sherman, 106 W. Randolph Street 
Stevens, 7th and Michigan Boulevard 


North 


Allerton, 701 N. Michigan Avenue 
Drake, Michigan and Lake Shore Drive 
Eastgate, 162 East Ontario Street 
Maryland, 900 Rush Street 

Medinah Club, 505 N. Michigan Avenue 
Plaza, 1553 N. Clark Street 

St. Clair, 162 E. Ohio Street 
Sheridan Plaza, 4605 Sheridan Road 
Sovereign, 6200 N. Kenmore Avenue 


South 


Flamingo-on-the-Lake, at 55th Street, 
South 

Norwood, 6400 Normal Boulevard 

Shoreland, 5454 South Shore Drive 

Southmoor, 6646 Stony Island Avenue 

Windermere (East), 1600 E. 56th Street 


_ “See announcement concerning Annual Meet- 
ing of the American College of Allergists, page 
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Contests foo Volare 


JULY-AUGUST, 1943 


(Number 1) 


ARMY ALLERGY. REPORT ON ALLERGY CLINICS IN THE FoURTH SERVICE COMMAND. 
Colonel Sanford W. French, M.C. (USA), and 


PossiBLeE Etiot.oGy or APPENDICITIS. 

DE-ALLERGIZATION VERSUS HyYPOSENSITIZATION. 

Ench Urbach, M.D., and Phiktp M. Gottheb, 27 
SoME OF THE FACTORS TO BE CONSIDERED IN THE ETIOLOGY OF BRONCHIAL ASTHMA. 

Ethan Allan Brown, M.D., and P. Lionel Gottein, M.D. ........ccccccceeees 33 
VERNAL CONJUNCTIVITIS (SPRING OR VERNAL CATARRH). 


EMPIRICAL FORMULA, STRUCTURAL FORMULA, AND MOLECULAR WEIGHT OF THE 
Major ANTIGEN IN CRUDE RAGWEED POLLEN EXTRACT. 
Mops AND THEIR RELATION TO ALLERGY. 
Committee of Allergists, for the Study of the Unknown Causes of Hay Fever | 


EDITORIAL : 
THE AMERICAN COLLEGE OF ALLERGISTS : 


SUGGESTIONS AND NEW PROCEDURES: 
Practical Suggestions for Cleaning and Sterilizing New and Used Glassware 


ABSTRACTS : 


SEPTEMBER-OCTOBER, 1943 


ALLERGIC FINDINGS IN EPILEPTIC PATIENTS AND ANCESTORS. a 


TEMPOROMANDIBULAR ARTHROPATHY IN SERUM SICKNESS. 
Philip L. Turner, M.D., and T. Wood Clarke, M.D., F.A.C.A......c00cceces 115 


A Brier CriticAL REVIEW oF FUNDAMENTAL KNOWLEDGE CONCERNING THE 
ALLERGIC DISEASES. 
DERMATITIS VENENATA. 
Colonel Sanford W. French, M.C. (USA), F.A.C.A. (Hon.), and 
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CONTENTS FOR VOLUME I 


DE-ALLERGIZATION VERSUS HYPOSENSITIZATION. (Conclusion) 

Erich Urbach, M.D., F.A.C.A., and Philip M. Gottlieb, M.D., F.A.C.A....... 139 
THE CHEMISTTRY OF RAGWEED PoLLeN Extract III. 

Ethan Allan Brown, M.R.C.S. (L iy ig 4 .R.C.P. (England), 

THE Errect or BErA-HYPOPHAMINE AND ea CorTEX EXTRACTS ON THE 

PREVENTION OF HISTAMINE SHOCK IN THE GUINEA PIG. 


EDITORIAL : 
A la Profesion Médica de los Paises Latino-Americanos...............200008 157 ay 
CORRESPONDENCE ITEMS: 
Contact Dermatitis of Legs from Street Car Seats or 7 
Gontrolot Weed Growth: Now Possible. 162 
ABSTRACTS : 
Progress in Allergy—The Sulfonamides and 164 


NOVEMBER-DECEMBER, 1943 


(Number 3) 
ALLERGIC BRONCH ITIS. 


J. Warrick Thomas, M.D., F.A.C.A., and Ross V. Taylor, M.D........ 185 


NETHAMINE HyYDROCHLORIDE AND THEOPHYLLINE ISOBUTANOLAMINE IN THE 
TREATMENT OF NASAL ALLERGY a ASTHMA, 
THE CHEMISTRY OF RAGWEED ae Extract IV. 
Ethan Allan Brown, M.R.C.S. (London), L.R.C.P. (England), F.A.C.A., and 


THE NormMat ApuLT HUMAN PULSE-RATE. 

DIAGNOSIS AND TREATMENT OF Foop ALLERGIES THROUGH PROPEPTANS. 

Foop ALLERGIES AND VITAMIN C. 


EDITORIAL : 
Biologic Standardization of Extracts and the Central Laboratory of the 
ABSTRACTS : 
Progress in Allergy—An Evaluation of Some of the New and Old Adrenergic 


CORRESPONDENCE ITEMS: 
The “Street-Car Rash” Problem Has Been Solved...............cccccececce 243 
PROGRAM OF THE SIXTH ANNUAL FORUM ON ALLERGY........-e.ccccccccceeee 259 
Book REVIEWS 
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Abstracts (Progress in Allergy), 69, on 238 

Adrenaline (epinephrine hydrochloride 1/1000), What is the proper hypodermic 
dose of, for an infant under one year of age who has attacks ¥ bronchial 
asthma unrelieved by other medication? (Questions and Answers), 

Allergic bronchitis (J. Warrick Thomas and Ross V. Taylor), 185 

Allergic diseases, A brief critical review of fundamental knowledge concerning the 
(Arthur F. Coca), 120 

Allergic findings in epileptic patients and ancestors (Ralph H. Spangler), ‘ 

Allergic reactions to drugs (Correspondence Items), 243 

Allergy, Molds and their relation to ——_. “3 Allergists for Study of Un- 
known Causes of Hay Fever and Asthma), 

Allergy and sulfonamides (Progress in pment 

American College of Allergists: 
Aims and purposes of the College, 63 
Excerpts from By-Laws, 64 

Anesthetic of choice for an emergency operation when the patient is having bron- 
chial asthma, What is the? (Questions and Answers), 244 

Appendicitis, Possible etiology of (L. O. Dutton), 17 

Army allergy: Report on allergy clinics in the Fourth Service Command, (Col. San- 
ford W. French and Major Lawrence J. Halpin), 1 

Asthma, nasal allergy and, Nethamine hydrochloride and theophylline isobutanola- 
mine in the treatment of (French K. Hansel), 


B 
Benotti, Norbert, and Brown, Ethan Allan: The chemistry of ragweed pollen extract 
III. Relationship of amount of nitrogen precipitated by heat coagulation, with 
various protein precipitants, in saline ragweed extract, 150. 
Benotti, Norbert, and Brown, Ethan Allan: The chemistry of ragweed pollen extract 
IV. Some chemical observations on decolorized ragweed pollen extract, 208 
Bibliography in Allergy Literature, 80, 171, 246. 7 
Book Reviews: 
Alvarez, Walter C.: Nervousness, Indigestion and Pain, 183 
Boyd, William C.: Fundamentals of Immunology, 262 
Cohen, Milton B.: Manual of Allergy, 262 
Coca, Arthur F.: Familial Nonreagin Food-Allergy, 87 
Gellhorn, Ernst: Autonomic Regulations, 263 
Kohlmer, John A., and Tuft, Louis: Clinical Immunology, Wigtheray, and 
Chemotherapy ‘in the Diagnosis, Prevention and Treatment of Disease, 87 
Lewis, Geo. M., and Hopper, Mary E.: Introduction to Medical Mycology, 183 
Markowitz, Morris: Practical Survey of Chemistry and Metabolism of the 
Skin, 262 
Ratner, Bret: Allergy, Anaphylaxis, and Immunotherapy, 8&8 
Shahon, Enrique I.: Compendio de Alergia Clinica, 184 
Swartz, Jacob H.: Elements of Medical Mycology, 263 
Urbach, Erich: Allergy, 88 
Vaughan, Warren T.: Primer of Allergy, 89 
Weiss, Edward, and English, O. Spurgeon: Psychomatic Medicine, 263 
Brief critical review of fundamental knowledge concerning the allergic diseases 
(Arthur F. Coca), 
Bronchial asthma, Some factors to be considered in the etiology of (Ethan Allan 
Brown and, P. Lionel Goitein), 33 
Bronchial asthma, Seasonal, in a dog (Correspondence Items), 163 
Bronchial asthma, What is the proper hypodermic dose of adrenaline (epinephrine 
hydrochloride 1/1000) for an infant under one year of age who has attacks of, 
unrelieved by other medication? (Questions and Answers), 170 
Bronchitis, Allergic (J. Warrick Thomas and Ross V. Taylor), 185 
Brown, Ethan Allan, and Goitein, P. Lionel: Some of the factors to be considered 
in the etiology of bronchial asthma, 33 
Brown, Ethan Allan, and Benotti, Norbert: The chemistry of ragweed pollen ex- 
tract III. Relationship of amount of nitrogen precipitated by heat coagulation, 
with various protein precipitants, in saline ragweed extract, 150 
Brown, Ethan Allan, and Benotti, Norbert: The chemistry of ragweed pollen ex- 
tract IV. Some chemical observations on decolorized ragweed pollen extract, 208 
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Canker sores, Are [they] an allergic condition? (Questions and Answers), 79 
Chemistry of ragweed pollen extract (Ethan Allen Brown and Norbert Benotti), 

(IIIT) 150, (1V) 208. 

Clarke, T. Wood, and Turner, Philip L.: Temporomandibular arthropathy in serum 

sickness, 115 
Coca, Arthur F.: A brief critical review of fundamental knowledge concerning the 

allergic diseases, 120 
F.: The normal adult human pulse-rate, 212 

ollege News: 

Allergy societies amalgamate, 257 . 
Announcements regarding College plans, 181 5 
College Research Foundation, 258 
College to hold first national meeting, 257 
Meeting of Board of Regents, 181 
Personal items: Argentina, 255; Cuba, 255; Mexico, 255; United States, 89, 

180, 181, 255 _ 
Secretary’s report (Cincinnati meeting), 256 ’ 
Committee of Allergists for the Study of Unknown Causes of Hay Fever and _ 

Asthma: Molds and their relation to allergy, 54 
Control of weed growth now possible (Correspondence Items), 162 ) 
Correspondence Items: 

Allergic reactions to drugs, 243 
Contact dermatitis of legs from street-car seats or so-called street-car rash, 


Control of weed growth now possible, 162 

Hair lacquer dermatitis, 162 

Seasonal bronchial asthma in a dog, 163 

The “street-car rash” problem has been solved, 243 

Current Literature on Allergy (Bibliography), 247 


D 


De-allergization versus hyposensitization (Erich Urbach and Philip M. Gottlieb), 


Dermatitis, acute, What is a suggested symptomatic treatment of? (Questions and 
Answers), 244 

Dermatitis, atopic, In the management of a case of, is it practical to consider 
hyposensitization (Questions and Answers), 79 

Dermatitis, Contact, of legs from street-car seats or so-called street-car rash (Cor- 7 
respondence Items), 16 

Dermatitis, Hair lacquer (Correspondence Items), 162 _ 

Dermatitis venenata. Report on allergy clinics in the Fourth Service Command 
(Col. S. W. French.and Major L. J. Halpin), 131 7 

Dermatophytosis and trichophytids, Would you please give me a satisfactory pro- Ps 
cedure in the treatment of ? (Questions and Answers), 77 

Diagnosis and treatment of food allergies through propeptans (Erich Urbach), 219 © 

Drugs, Allergic reactions to (Correspondence Items), 243 - 

Drugs, Evaluation of some of the new and old adrenergic (Progress in Allergy— 
Abstracts), 238 | 

Dutton, L. O.: Possible etiology of appendicitis, 17 ; 


A la Profesion Medica de los Latino-Americanos, 157 
_ Appreciation, 62 
7 A real program, 160 
Introduction, 60 
first national meeting, 237 
Undergraduate and graduate education in allergy, 236 
Why a college, 61 Pei, 
Effect of beta-hypophamine and suprarenal cortex extracts on the prevention of 
histamine shock in the guinea pig. Preliminary report (F. W. Wittich), 154 
Empirical formula, structural formula, and molecular weight of the major antigen 
in crude ragweed pollen extract (George E. Rockwell), 43 
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Enriched foods (breads and cereals), I have two patients who are sensitive to 
Vitamin B,, so much so that they cannot eat [them]. Do you have any sugges- 
tions as - how these patients may tolerate Vitamin Bi? (Questions and An- 
swers), 

Epileptic ae and ancestors, Allergic findings in (Ralph H. Spangler), 

Evaluation of some of the new and old adrenergic drugs (Progress in a 
Abstracts), 238 


F 
Food allergies, Diagnosis and treatment of, through propeptans (Erich Urbach), 219 
Food allergies and Vitamin C (Harry N. Holmes), 235 
Forum on allergy; Program of sixth annual meeting 259 
French, Col. Sanford W., and Halpin, Major L. J.: Army allergy. Report on 
allergy clinics in the Fourth Service Command, 1 
French, Col. Sanford W., and Halpin, Major L. J.: Army allergy. Report on 
on allergy clinics in the Fourth Service Command, 131 


G 
Goitein, P. Lionel, and Brown, Ethan Allan: Some factors to be considered in the 


etiology of bronchial asthma. A tentative classification, 33 ms 
Gottlieb, Philip M., and Urbach, Erich: De-allergization versus hyposensitization, 


Guide to Current Literature on Allergy (Bibliography), 246 
H 

Hair lacquer — (Correspondence Items), 162 

Halpin, Major Lawrence J., and French, Col. S. W.: Army allergy. Report on 
allergy clinics in the Fourth Service Command, 1 

Halpin, Major Lawrence J., and French, Col. S. W.: Dermatitis venenata. Report 
on allergy clinics in the Fourth Service Command, 131 

Hansel, French K.: Nethamine hydrochloride and theophylline isobutanolamine in 

j the treatment of nasal allergy and asthma, 


£ Histamine, What are the indications and methods of treatment with? (Questions 
and Answers), 75 
Histamine shock in the guinea pig, Effect of beta-hypophamine and _ suprarenal 
it cortex extracts on the prevention of. Preliminary report (F. W. Wittich), 
154 
ie Holmes, Harry N.: Food allergies and Vitamin C, 235 
M 
Marton, Samuel: Vernal conjunctivitis (spring or vernal catarrh), 39 
5 Molds and their relation to allergy (Committee of Allergists for the Study of the 


Unknown Causes of Hay Fever and Asthma), 54 
N 


Nasal allergy and asthma, Nethamine theophylline isobutanola- 
mine in the treatment of (French K. Hansel), 
Normal adult human pulse-rate (Arthur F. Coca), m2 


P 
Pollinosis (rose or hay fever), At what age should one begin the specific treatment 
of a child who suffers from? (Questions and Answers), 244 
Possible etiology of appendicitis (L. O. Dutton), 17 
Progress in Allergy (Abstracts), 69, 164, 238 
Propeptans, Diagnosis and treatment of food allergies through (Erich Urbach), 219 
Pulse rate, The normal adult human (Arthur F. Coca), 


Q 

Questions and Answers: 

Are canker sores an allergic condition? 79 

At what age should one begin the specific treatment of a child who suffers 

; from pollinosis (rose or hay fever) ? 244 

Has the inhalation of sulfonamides been used in the treatment of respiratory 

allergy? 169 

If a patient is allergic to sulfanilamide, is it practical to switch over to one of 

. the other sulfonamides? 79 

I have two patients who are sensitive to Vitamin B,, so much so that they 
os cannot eat enriched foods (breads and cereals). Do you have “= sug- 
se gestions as to how these patients may tolerate Vitamin B1? 77 : 
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In the management of a case of atopic dermatitis, is it practical to consider 
hyposensitization? 79 
Ts rice flour frozen and is there any difficulty in procuring pure rye flour from 
the usual source of supply or from special health stores? 78 
What are the indications and methods of treatment with histamine? 75 
What is a suggested symptomatic treatment of acute dermatitis? 244 
What is the proper hypodermic dose of adrenaline (epinephrine hydrochloride 
1/1000) for an infant under one year of age who has attacks of bronchial 
asthma unrelieved by other medication? 170 ; 
a - Would you please give me a satisfactory procedure in the treatment of derma- 
¥ tophytosis and trichophytids? 77 


R 


Ragweed pollen extract, Empirical formula, structural formula, and molecular 
weight of the major antigen in crude (George E. Rockwell), 43 

Ragweed pollen extract, Chemistry of. (Ethan Allan Brown and Norbert Benotti), 
(IIT) 150, (1V) 208 

Respiratory allergy, Has the inhalation of sulfonamides been used in the treatment 
of? (Questions and Answers), 169 

Rice, flour, Is [it] frozen and is there any difficulty in procuring pure rye flour 
from the usual source of supply or froim special health stores? (Questions and 
Answers), 78 

Rockwell, George E.: Empirical formula, structural formula, and molecular weight 
of the major antigen in crude ragweed pollen extract, 43 

Rye flour, pure, Is there any difficulty in procuring |it] from the usual source of 
supply or from special health stores? (Questions and Answers), 78 


s 


Serum sickness, Temporomandibular arthropathy in (T. Wood Clarke and Philip 
L. Turner), 115 

Sixth annual forum on allergy; Program, 259 

Some of the factors to be considered in the etiology of bronchial asthma. Tenta- 
tive classification. (Ethan Allan Brown and P’, Lionel Goitein), 33 
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